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(iv) a survivin gene-specific nucleotide sequence overlapping 
at 5 or more contiguous nucleotide positions of any sequence of (i) 
or (ii) at its 5' or 3 ' end; and 

(4) diagnostic kits for diagnosing a neoplastic, hyperplastic, 
cytologically dysplastic and/or premalignant cellular growth or 
proliferation in a human subject, kit comprising: 

(a) any of the oligonucleotide primers or primer sets cited 
above; and 

(b) instructions for using the primer set in diagnosing a 
neoplastic, hyperplastic, cytologically dysplastic and/or 
premalignant cellular growth or proliferation in a human subject. 

USE - The method is useful for detecting abnormal cellular 
proliferations including neoplasms. In particular, the method is 
useful for detecting neoplastic, hyperplastic, cytologically 
dysplastic and/or premalignant cellular growth or proliferation. 
Specifically, the neoplastic growth is a carcinoma, sarcoma, 
lymphoma, mesothelioma, melanoma, glioma, nephroblastoma, 
glioblastoma, oligodendroglioma, astrocytoma, ependymoma, primitive, 
neuroectodermal tumor, atypical meningioma, malignant meningioma, or 
neuroblastoma. The hyperplastic and/or cytologically dyplastic 
cellular growth or proliferation is benign prostatic 
hyperplasia/dysplasia or cervical hyperplasia/dysplasia (all 
claimed) • 

ADVANTAGE - The method is a highly sensitive, accurate and 
non-invasive diagnostic test useful in screening for a broad range 
of abnormal cellular proliferations. The method is capable of 
detecting early urinary tract neoplasms even before a patient 
becomes symptomatic. 
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of cancer and influence response to therapy. Survivin is 

an inhibitor of apoptosis that is selectively overexpressed in 

common human cancers, but not in normal tissues, and that correlates 

with aggressive disease and unfavorable outcomes. OBJECTIVE: To 

investigate the potential suitability of survivin 

detection in urine as a novel predictive/ 

prognostic molecular marker of bladder 

cancer. DESIGN, SETTING, AND PATIENTS: Survey of 

urine specimens from 5 groups : healthy volunteers (n = 17) 

and patients with nonneoplastic urinary tract disease (n = 30), 

genitourinary cancer (n = 30), new-onset or 

recurrent bladder cancer (n = 46), or treated 

bladder cancer (n = 35), recruited from 2 New 

England urology clinics. MAIN OUTCOME MEASURES: 

Detectable survivin levels, analyzed by a novel 

detection system and confirmed by Western blot and 

reverse transcriptase polymerase 

chain reaction (RT-PCR) , in 

urine samples of the 5 participant groups. RESULTS: 
Survivin was detected in the urine 

samples of all 46 patients with new or recurrent bladder 

cancer using a novel detection system (31 of 31) 

and RT-PCR (15 of 15) methods. Survivin 

was not detected in the urine samples of 32 of 

35 patients treated for bladder cancer and 

having negative cystoscopy results. None of the healthy volunteers 
or patients with prostate/ kidney/ vaginal, or 
cervical cancer had detectable survivin 

in urine samples. Of the 30 patients with nonneoplastic 
urinary tract disease, survivin was detected in 

3 patients who had bladder abnormalities noted using cystoscopy and 

in 1 patient with an increased prostate-specific antigen level. 

Patients with low-grade bladder cancer had 

significantly lower urine survivin levels than 

patients with carcinoma in situ (P =.002). CONCLUSIONS: 

Highly sensitive and specific determination of 

urine survivin appears to provide a simple, 

noninvasive diagnostic test to identify patients with new 

or recurrent bladder cancer. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Yeast Apcllp together with P^xl and Roc2/SAG define a new class 
of RING-H2 fingers in a superfamily of E3 ubiquitin ligases. The 
human homolog of Apcllp, ANAPCll was identified during a large-scale 
partial sequencing of a human liver cancer cDNA library 
and partial characterization was performed. This 514 bp full-length 
cDNA has a predicted open reading frame (ORF) encoding 84 amino 
acids. The ORF codes for ANAPCll, the human anaphase promoting 
complex subunit 11 (yeast APCll homolog), which possesses a RING-H2 
finger motif and exhibits sequence similarity to subunits of E3 
ubiquitin ligase complexes. In Northern blot 
hybridization with poly (A) RNA of various human tissues 
using radio-labelled ANAPCll cDNA probe, we found strong 
signals detected in skeletal muscle and heart; moderate 
signals detected in brain, kidney, and liver; 
and detectable but low signals in colon, thymus, spleen, 
small intestine, placenta, lung, and peripheral 
blood leukocyte. The ANAPCll gene is located at the human 
chromosome 17q25. ANAPCll is distributed diffusely in the cytoplasm 
and nucleus with discrete accumulation in granular structures in all 
the cell lines (AML 12, HepG2, and C2C12) transfected. Expression 
level of ANAPCll is found higher in certain types of cancer 
determined in the RNA dot blot 
experiment. (C) 2001 Wiley-Liss, Inc* 
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AB PURPOSE: To evaluate the predictive factors for radiation response 
in non-small cell lung cancer (NSCLC) and the 
role of such factors in guiding high dose radiation therapy. 
METHODS: The first International Workshop on Prognostic 
and Predictive Factors in Lung Cancer was 

organized by the Hellenic Cooperative Oncology Group and held in 
Athens, Greece under the auspices of the International Association 
for the Study of Lung Cancer. Presentations at 

this meeting provided the outline of this report, which has also 
been supplemented with available data from the current literature. 
RESULTS: The predictive factors for both the natural history and the 
therapy outcome of NSCLC are grouped as follows: (1) tumor related 
factors (anatomic factors); the extent of tumor (tumor stage) is one 
of most important prognostic factors affecting the therapy 
outcome. Tumor size (T stage) , anatomical structures involved (T4 
vs. T3 lesion), and the presence of regional lymph node metastasis 
have a significant impact on both prognosis and response 
to appropriate therapy; (2) host- related factors (clinical factors) 
that are important in therapy response include performance status, 
weight loss of more than 10% of body weight in the previous 6 
months, and associated co-morbidities, i.e. pulmonary and cardiac 
diseases; (3) technical factors of radiation therapy which play a 
decisive role in successful outcome. The target volume should be 
defined accurately using modern imaging studies. The radiation dose 
fractionation schedule, in terms of the dose intensity and total 
dose, should be high enough to provide local tumor control in the 
majority of patients. Three-dimensional (3-D) conformal planning is 
an essential tool in dose escalation studies to determine 
the maximum tolerated dose of radiation; (4) 

biological/radiobiological/metabolic factors. Biologic markers 
resulting from genetic lesions in lung cancer 
are grouped as follows: (a) oncogene amplification and 
overexpression (aberrant gene expression) and mutated tumor 
suppressor genes — ras gene, myc gene, HER-2/neu and 
survivin gene, p53 and mutated beta-tubulin gene; (b) 
tumor biologic/radiobiologic factors — ttimor cell 
proliferation kinetics, hypoxia, intrinsic cellular 
radiosensitivity, gamma factor, and DNA content; (c) enzymes 
and hormones: neuron-specific enolase, seriam lactate 
dehydrogenase, and enhanced glucose metabolic rate supported by 
increased glucose transporter protein. The surviving fraction of 
tumor cells at 2.0 Gy of radiation (SF2) as a measure of 
intrinsic tumor cell radiosensitivity, potential doubling time 


Searcher 


Shears 571-272-2528 


10/042402 


(T(Pot)) as a measure of the rate of tumor cell 
proliferation and gamma factor representing the slope of the 
survival curve at 50% survival rate are being investigated as 
potential predictors for therapy response. Enhanced glucose 
utilization, a hallmark of malignant transformation, is being 
studied as a potential monitor for therapy response by 
using PET-FDG. CONCLUSION: Current data indicate that there is a 
dose-response relationship between radiation dose and local tumor 
control, and also between local tumor control and survival in stage 
III NSCLC. Therapeutic factors, i.e. total radiation dose, 
fractionation schedule and dose intensity, and use of 3-D conformal 
radiation to secure the optimum therapeutic ratio are important for 
improved local tumor control and survival. Future research should 
be directed towards radiation dose escalation using 3-D conformal 
therapy to determine the maximum tolerated dose (MTD) of 
radiation in chemo-radiotherapy, and the use of this MTD for 
improved local tumor control and survival. Radiobiological, 
molecular, and metabolic markers may have potential for 
monitoring tumor response and optimizing radiation therapy. 
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NOVELTY - An adjuvant composition (I) comprising a saponin and an 

iinmunostimulatory oligonucleotide ♦ 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 

the following: 

(1) a vaccine composition (II) comprising (I) and an antigen; 

(2) a delivery device pre-filled with (II) designed to 
administer the vaccine systemically; 

(3) use of a vaccine as a medicament; 

(4) use of a combination of saponin and CpG molecule 
(immunostimulatory oligonucleotides containing unmethylated CpG 
dinucleotides) in the manufacture of a vaccine for the prophylaxis 
and treatment of viral^ bacterial and parasitic infections, allergy, 
cancer or other chronic disorders; 

(5) making (I) involves aditiixing a saponin with an 
immunostimulatory oligonucleotide and optionally a carrier; and 

(6) making (II) involves admixing saponin, immunostimulatory 
oligonucleotide, an antigen and optionally a carrier. 

ACTIVITY - Cytostatic; antiallergic; antiatherosclerotic; 
nootropic; neuroprotective; antibacterial; antiviral; antiparasitic. 

MECHANISM OF ACTION - Vaccine. The biological activity of (II) 
was tested in mice. Female Balb/c mice (5 animals per group), aged 8 
weeks, were immunized intramuscularly with lipo-OspA (1 mu g) 
formulated onto alum (50 mu g) . After 3 months, the mice were 
boosted intranasally with a solution containing 5 mu g lipo-OspA in 
either A, B, C, D or E. 
(A) PBS; 

(B) 20 mu g CpG 1001 (TCC ATG AGC TTC CTG ACG TT, Kreig 1826) ; 

(C) 5 micro g QS21; 

(D) 20 micro g CpG 1001 + 5 micro g QS21; or 

(E) by intramuscular injection of 1 micro g lipo-OspA absorbed 
onto alum (50 micro g) . 

OspA-specif ic seirum IgG in mice was measured 
by enzyme linked immunoabsorbant assay ( 
ELISA) . CpG as well as QS21 significantly improved the 
intranasal boosting of systemic antibodies to Lipo-OspA. Moreover, 
when both adjuvants were combined, a synergistic effect of those 
responses was clearly demonstrated, especially in terms of IiA2 
antibodies. Humoral responses elicited in the presence of QS21 and 
CpG were significantly higher than those induced by the parenteral 
booster. 

USE - A vaccine composition containing (I) administered 
systemically, is useful for inducing an immune response in an 
individual and for preventing or treating an individual susceptible 
to or suffering from a disease. Diseases include prostate, 
breast, colorectal, lung, 
pancreatic, renal, ovarian or melanoma 
cancers; non-cancer chronic disorders such as 
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allergy, Alzheimer and atherosclerosis. The vaccine is useful for 
prophylaxis and treatment of viral, bacterial and parasitic 
infections too (claimed) . 
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patients . 
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Last Updated on STN: 20000512 
Entered Medline: 20000504 
Antibody reactivity against survivin, a recently 
identified tumor-associated protein, was 
determined in sera from patients with lung 
(n = 51) or colorectal cancer (n = 49) , The 
same collection of sera was tested for the presence of 
antibodies against p53. Eleven sera from lung 
cancer patients and four sera from 
colorectal cancer patients reacted with purified 
recombinant survivin in an ELISA (21.6% and 
8.2%, respectively), whereas four sera from lung 
cancer patients and nine sera from 
colorectal cancer patients contained anti-p53 
antibodies (7.8% and 18.4%, respectively). The increase in 
prevalence when anti-survivin and anti-p53 antibodies were 
determined in parallel was statistically significant (29.4% 
versus 7.8%, P= 0,005 in lung cancer 

population; 26.6% versus 8.2%, P = 0.015 in colorectal 
cancer population) . The high prevalence of anti- 
survivin antibodies makes these antibodies an attractive 
novel marker for the diagnosis of lung and 
colorectal cancer, particularly in patients 
lacking anti-p53 antibodies . 
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High expression of Survivin, mapped to 
17q25, is significantly associated with poor 
prognostic factors and promotes cell survival 
in human neuroblastoma. 

Islam A; Kageyama H; Takada N; Kawamoto T; Takayasu 
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AB Survivin (SW) is a family member of inhibitor of 

apoptosis proteins (lAPs) and its expression is cell cycle 
regulated. The gene is mapped to chromosome 17q25, the region of 
which is frequently gained in advanced stages of 
neuroblastoma (NBL) . However, the role of SW in NBL is 
poorly understood. Here we studied the clinical and biological role 
of SW in NBL. A 1.9 kb ' S W transcript was expressed in all of 9 
NBL cell lines at higher levels than those in adult cancer cell 
lines. In 34 primary NBLs, high levels of SW expression was 
significantly associated with age greater than 12 months (two sample 
t-test: P= 0.0003), advanced stages (P = 0.0136)., sporadic tumors 
(P= 0.0027) and low levels of TrkA expression (P = 0.0030). In NBL 
cell lines, SW mRNA expression was dramatically down-regulated in 
CHP134 and IMR32 cells undergoing apoptosis after treatment with 
all-trans retinoic acid (RA) or serum deprivation. It was 
only moderately decreased in cells (SH-SY5Y and CHP901) undergoing 
RA-induced differentiation. On the other hand, in proliferating NBL 
cells or RA-treated SK-N-AS line which is refractory to RA, the SW 
mRNA remained at steady state levels or rather up-regulated. 
Furthermore, transfection of SW into CHP134 cells induced 
remarkable inhibition of the RA-induced apoptosis. Collectively, 
our results suggest that high expression of SW is a strong 
prognostic indicator for the advanced stage 
neuroblastomas, and that it could be one of the candidate 
genes for the 17q gain. 
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Bcl~2, survivin and variant CD44 v7-vl0 are 
downregulated and p53 is upregulated in 
breast cancer cells by 

progesterone: Inhibition of cell growth and induction 
of apoptosis. 
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AB Progesterone inhibits the proliferation of normal breast 
epithelial cells in vivo, as well as breast cancer 
cells in vitro. But the biologic mechanism of this inhibition 
remains to be determined. We explored the possibility 
that an antiproliferative activity of progesterone in breast 
cancer cell lines is due to its ability to induce apoptosis. 
Since p53, bcl-2 and survivin genetically control the 
apoptotic process, we investigated whether or not these genes could 
be involved in the progesterone-induced apoptosis. We found a 
maximal 90% inhibition of cell proliferation with T47-D 
breast cancer cells after exposure to 10 muM 

progesterone for 72 h. Control progesterone receptor negative 
MDA-231 cancer cells were unresponsive to 10 muM progesterone. The 
earliest sign of apoptosis is translocation of phosphatidylserine 
from the inner to the outer leaflet of the plasma membrane 
and can be monitored by the calcium-dependent binding of 
annexin V in conjunction with flow cytometry. After 24 h of 
exposure to 10 muM progesterone, cytof luorometric analysis of T47-D 
breast cancer cells indicated 43% were annexin 

V-positive and had undergone apoptosis and no cells showed signs of 
cellular necrosis (propidium iodine negative) . After 72 h of 
exposure to 10 muM progesterone, 48% of the cells had undergone 
apoptosis and 40% were annexin V positive/propidium iodide positive 
indicating signs of necrosis. Control untreated cancer cells did 
not undergo apoptosis. Evidence proving apoptosis was also 
demonstrated by fragmentation of nuclear DNA into multiples of 
oligonucleosomal fragments. After 24 h of exposure of T47-D cells 
to either 1 or 10 muM progesterone, we observed a marked 
down-regulation of protooncogene bcl-2 protein and mRNA levels. mRNA 
levels of survivin and the metastatic variant CD44 v7-vl0 
were also downregulated. Progesterone increased p53 mRNA levels. 
These results demonstrate that progesterone at relative high 
physiological concentrations, but comparable to those seen in 
plasma during the third trimester of human pregnancy, 
exhibited a strong antiproliferative effect on breast 
cancer cells and induced apoptosis. 
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Survivin, versatile modulation of cell 
division and apoptosis in cancer 
Altieri D C (Reprint) 

Univ Massachusetts, Sch Med, Dept Cane Biol, 364 
Plantat St, Worcester, MA 01605 USA (Reprint); Univ 
Massachusetts, Sch Med, Dept Cane Biol, Worcester, 
MA 01605 USA; Univ Massachusetts, Sch Med, Ctr Cane, 
Worcester, MA 01605 USA 
USA 

ONCOGENE, (24 NOV 2003) Vol. 22, No. 53, pp. 
8581-8589. 

Publisher: NATURE PUBLISHING GROUP, MACMILLAN 
BUILDING, 4 CRINAN ST, LONDON Nl 9XW, ENGL7\ND. 
ISSN: 0950-9232. 
General Review; Journal 
English 
132 

^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
Survivin is a member of the inhibitor of apoptosis 
(lAP) gene family that has attracted attention from several 
viewpoints of basic and translational research. Its cell 
cycle-regulated expression at mitosis and association with the 
mitotic apparatus have been of interest to cell biologists studying 
faithful segregation of sister chromatids and timely separation of 
daughter cells. Investigators interested in mechanisms of apoptosis 
have found survivin an evolving challenge: while 
survivin inhibits apoptosis in vitro and in vivo, this 
pathway may be more selective as compared to cytoprotection mediated 
by other lAPs . Finally, basic and translational researchers in 
cancer biology have converged on survivin as a pivotal 
cancer gene, not simply for its sharp expression in tumors and not 
in normal tissues, but also for the potential exploitation of this 
pathway in cancer diagnosis and therapy. The objective of 
the present contribution is to line up current evidence and emerging 
concepts on the multifaceted functions of survivin in cell 
death and cell division, and how this pathway is being pursued for 
novel cancer therapeutic strategies . 
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Therapeutic Targeting of the Survivin 

Pathway in Cancer: Initiation of Mitochondrial 

Apoptosis and Suppression of Tumor-associated 

Angiogenesis 

Blanc-Brude, Olivier P.; Mesri, Mehdi; Wall, 
Nathan R. ; Plescia, Janet; Dohi, 
Takehiko; Altieri, Dario C. 
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CORPORATE SOURCE: Department of Cancer Biology and the Cancer 

Center, University of Massachusetts Medical 
School, Worcester, MA, 01605, USA 

SOURCE: Clinical Cancer Research (2003), 9(7), 2683-2692 

CODEN: CCREF4; ISSN: 1078-0432 

PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB PURPOSE: Mol . antagonists of the inhibitor of apoptosis protein 
survivin have shown promise as novel anticancer strategies 
for triggering tumor cell apoptosis, dysregulating mitotic 
progression, and inhibiting tumor growth in preclin. models. 
However, how survivin couples to the cell death machinery 
has remained elusive, and the relevant cellular targets of 
survivin antagonists have not been completely elucidated. 
Exptl. Design: Human umbilical vein and dermal microvascular 
endothelial cells were infected with replication-deficient 
adenoviruses encoding survivin (pAd- Survivin) , 

green fluorescent protein (pAd-GFP) , or a phosphorylation-def ective 
survivin Thr34 Ala (pAd-T34A) dominant neg. mutant. The 
effect of wild-type or mutant survivin was investigated on 
capillary network stability, endothelial cell viability, and caspase 
activation in vitro and on kinetics of tumor growth and 
development of angiogenesis in a breast cancer 
xenograft model in vivo. The cell death pathway initiated by 
survivin targeting was mapped with respect to cytochrome c 
release, changes in mitochondrial transmembrane potential, and 
apoptosome requirements using mouse embryonic fibroblasts deficient 
in Apaf-1 or caspase-9. RESULTS: Adenoviral transduction of 
endothelial cells with pAd-Survivin inhibited growth 

factor deprivation- or ceramide-induced apoptosis, reduced caspase-3 
and -7 generation, and stabilized three-dimensional capillary 
networks in vitro. Conversely, expression of pAd-T34A caused 
apoptosis in umbilical vein and dermal microvascular endothelial 
cells and resulted in caspase-3 activity. Cell death induced by 
survivin targeting exhibited the hallmarks of 

mitochondrial-dependent apoptosis with release of cytochrome c and 

loss of mitochondrial transmembrane potential and was suppressed in 

Apaf-1 or caspase-9 knockout mouse embryonic fibroblasts. When 

injected in human breast cancer xenografts, 

pAd-T34A inhibited growth of established tumors and 

triggered tumor cell apoptosis in vivo. This was associated 

with a .apprx.60% reduction in tumor-derived blood vessels by 

quant, morphometry of CD31-stained tumor areas, and 

appearance of endothelial cell apoptosis by internucleosomal DNA 

fragmentation in vivo. CONCLUSIONS: Survivin functions as 

a novel upstream regulator of mitochondrial-dependent apoptosis, and 

mol. targeting of this pathway results in anticancer activity via a 

dual mechanism of induction of tumor cell apoptosis and suppression 

of angiogenesis. 
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TITLE: Effect of intravesical treatment of transitional cell 

carcinoma with bacillus Calmette-Guerin and mitomycin 
C on urinary survivin levels and outcome. 

AUTHOR: Hausladen Derek A; Wheeler Marcia A; 

Altieri Dario C; Colberg John W; Weiss 
Robert M 

CORPORATE SOURCE: Department of Surgery, Section of Urology, Yale 

University School of Medicine, PO Box 208041 YPB-3, 
New Haven, CT 06520-8041, USA. 
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SOURCE: Journal of urology, (2003 Jul) 170 (1) 230-4. 

Journal code: 0376374. ISSN: 0022-5347. 
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DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 
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FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 
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AB PURPOSE: Urine survivin is a predictive/prognostic 

molecular marker that detects transitional cell carcinoma 
(TCC) with high specificity and sensitivity. The presence of urine 
survivin in patients with TCC who receive intravesical 
instillation of bacillus Calmette-Guerin or mitomycin C may predict 
recurrence. MATERIALS AND METHODS: Urine from 25 subjects receiving 
27 intravesical treatments of bacillus Calmette-Guerin or mitomycin 
C for TCC were collected prior to, during and after treatment. 
Urinary survivin levels were compared with outcome, as 
assessed by cytology and cystoscopy with or without biopsy 1 month 
and up to 12 months after the completion of treatment. RESULTS: 
Pretreatment survivin levels were higher in subjects in 
whom TCC recurred following treatment compared with those who 
achieved remission. Survivin levels increased 
several- fold during treatment with the highest survivin 
levels measured in subjects with recurrence. Median 
posttreatment values of survivin were zero in those who 
achieved remission and 1.0 ng/ml urine in subjects in whom TCC 
recurred. CONCLUSIONS: The presence of urinary survivin 1 
month after the completion of treatment predicts TCC recurrence with 
100% sensitivity and 78% specificity. Specificity to predict TCC 
recurrence increases to 92% after 1 year. No TCC recurred for 1 
year in 12 of the 14 subjects with a posttreatment survivin 
level of 0.1 ng or less per ml urine. Three of the 4 subjects who 
were survivin positive but in remission 1 month after the 
completion of treatment had recurrent TCC within 1 year. Subjects 
who have urinary survivin after the completion of 

intravesical instillation have a high likelihood of TCC recurrence. 
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AUTHOR (S ) : Kim, Paul J.; Plescia, Janet; Clevers, 

Hans; Fearon, Eric R. ; Altieri, Dario C» 
Department of Cancer Biology and the Cancer 
Center, University of Massachusetts Medical 
School, Worcester, MA, USA 
Lancet (2003), 362(9379), 205-209 
CODEN: LANCAO; ISSN: 0140-6736 
Elsevier Science Ltd, 
Journal 
English 

Background: Colorectal cancer is thought to 

originate in the expansion of colonic crypt cells as a result of 
aberrant gene expression caused by transcription factors of the 
T-cell factor (TCP) /p-catenin family. Survivin is a 
bifunctional regulator of cell death and cell proliferation 
expressed during embryonic development but undetectable in healthy 
adult tissues and re-expressed in many cancers/ including 
colorectal cancer. Methods: The authors 

investigated gene expression by promoter anal., mutagenesis, and 
electrophoretic mobility shift assay in colorectal 
cancer cells. Survivin expression in human and 
mouse embryonic intestine was determined by in-situ 
hybridization and iramunohistochem. Changes in apoptosis were 
monitored in cell lines engineered to express stabilizing 
mutations in p catenin. Findings: TCF/p catenin 
stimulated a 6-fold to 12-fold increased expression of the 
survivin gene in colorectal cancer 

cells. Three TCF-binding elements (TBE) in the survivin 
promoter were occupied by nuclear factors in colorectal 
cancer cells, and mutagenesis of the 2 proximal TBE sites 
abolished survivin gene expression by 75-79%. Strongly 
expressed at the bottom of human and mouse embryonic intestinal 
crypts, expression of survivin was lost in TCF-4 knockout 
animals, and a TCF-4 dominant neg. mutant blocked survivin 
gene transcription in colorectal cancer cells. 
Expression of non-destructible p catenin mutants increased 
survivin expression and protected against UV-B-induced 
apoptosis. Interpretation: Stimulation of survivin 
expression by TCF/p catenin might impose a stem cell-like 
phenotype to colonic crypt epithelium coupling enhanced cell 
proliferation with resistance to apoptosis, and contribute to the 
mol. pathogenesis of colorectal cancer. 
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US 2001-260898P P 20010112 
WO 2002-US574 W 20020111 
AB The present invention includes a method for diagnosing 
cancer comprising detecting the presence of 
survivin in the bid. fluid of a patient. The present 
invention also provides kits comprising one or more agents that 
detect survivin polypeptide or survivin 

nucleic acid and a container for collecting biol. fluid for testing. 
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Bladder cancer 

detection with urinary survivin 

, an inhibitor of apoptosis 

Sharp, Jennifer D. ; Hausladen, Derek A.; Maher, 
M. Grey; Kheeler, Marcia A.; Altieri, 
C; Weiss, Robert H. 

Department of Surgery (Section of Urology) and 
Pathology (Boyer Center for Molecular Medicine) , 
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Frontiers in Bioscience [online computer file] 
(2002), 7, E36-E41 
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Frontiers in Bioscience 

Journal; General Review; (online computer file) 
English 

A review. The current "gold standard" for the diagnosis of 
bladder cancer is cystoscopy and urine cytol. 

Cystoscopy, a naked eye assessment of the bladder, is invasive, 

uncomfortable and costly while cytol. has high specificity but low 

sensitivity (40-60%) particularly for low-grade lesions. Therefore, 

there is a need for a mol , tumor marker assay that is simple to 

perform and sensitive, particularly for low-grade lesions. By 

looking to the pathophysiol. of bladder cancer, 

we identified survivin, an inhibitor of apoptosis that is 

not generally expressed in fully differential adult tissue and is 

highly expressed in bladder cancer. 

Survivin is detected in whole urine of patients 

with TCC using a simple antibody based test. The sensitivity of 
survivin testing for new or recurrent bladder 
cancer is 100% while the specificity for other 
neoplastic and non-neoplastic 

genitourinary disease is 95%. The high sensitivity of this 
simple, noninvasive test is well suited to bladder 
cancer, a disease with high rates of recurrence. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
Despite its genetic complexity and multifactoriality, two 
processes appear almost universally compromised in cancer: the 
control of cell proliferation and the regulation of cell lifespan. 
Survivin is a recently described molecule that has been 
implicated in both processes, and is overexpressed in most human 
cancers. The exploitation of the survivin signaling 
pathway might provide important predictive and prognostic 
clues in cancer diagnosis, and offer new therapeutic 
alternatives for cancer treatment. 
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Urine detection of survivin 
and diagnosis of bladder 
cancer 

Smith, Shannon D.; Wheeler, 
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Colberg, John W.; Weiss, Robert M. ; 
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Context Dysregulation of apoptosis may favor onset and progression 
of cancer and influence response to therapy. Survivin is 
an inhibitor of apoptosis that is selectively overexpressed in 
common human cancers, but not in normal tissues, and that correlates 
with aggressive disease and unfavorable outcomes. Objective To 
investigate the potential suitability of survivin 
detection in urine as a novel predictive/prognostic 
mol. marker of bladder cancer. Design, Setting, 
and Patients Survey of urine specimens from 5 groups: healthy 
volunteers (n=17) and patients with nonneoplastic urinary tract 
disease (n=30) , genitourinary cancer {n=30) , 
new-onset or recurrent bladder cancer (n=46) , or 
treated bladder cancer (n=35) , recruited from 2 
New England urol . clinics . Main Outcome Measures 


SOURCE 
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LANGUAGE : 
AB 
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Detectable survivin levels, analyzed by a novel 

detection system and confirmed by Western blot and reverse 

transcriptase polymerase chain reaction (RT-PCR) , in urine samples 

of the 5 participant groups. Results Survivin was 

detected in the urine samples of all 46 patients with new or 

recurrent bladder cancer using a novel 

detection system (31 of 31) and. RT- PGR (15 of 15) methods. 
Survivin was not detected in the urine samples of 
32 of 35 patients treated for bladder cancer and 

having neg. cystoscopy results. None of the healthy volunteers or 
patients with prostate, kidney, vaginal, or 
cervical cancer had detectable survivin 

in urine samples. Of the 30 patients with nonneoplastic urinary 
tract disease, survivin was detected in 3 

patients who had bladder abnormalities noted using cystoscopy and in 

1 patient with an increased prostate-specific antigen level. 

Patients with low-grade bladder cancer had 

significantly lower urine survivin levels than patients 

with carcinoma in situ (P=.002). Conclusions Highly 

sensitive and specific determination of urine survivin 

appears to provide a simple, noninvasive diagnostic test 

to identify patients with new or recurrent bladder 

cancer . 
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AB Survivin is an inhibitor of apoptosis over-expressed in 
various human cancers including neuroblastoma, 
non-Hodgkin lymphoma, and colorectal or bladder 
cancers, but undetectable in normal differentiated tissues. 
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A potential distribution and prognostic significance of 

survivin in 125 patients with de novo acute myeloid leukemia 

(AML) was investigated. By immunofluorescence of bone marrow 

specimens and peripheral blood mononuclear cells, survivin 

was detected in 75 out of 125 AML cases (60%), with 

reactivity in 50-90% of AML cells in almost all positive cases. 

Survivin expression correlated with lower WBC (P=0.008 by 

the Mann-Whitney test) and was associated in the 55 cases 

FAB-M0-M1-M2 with leukemic granulocytic maturation (1/5 MO, 11/22 

Ml, and 23/28 M2 ; P-0.007 by the Fisher test). In 69 patients 

treated with the ALFA 9000 protocol, survivin expression 

was significantly associated with lower WBC (P=0,03 by the 

Mann-Whitney test) and non-unfavorable cytogenetics (P=0.03 by the 

Fisher test) . There was no significant difference in complete 

remission (CR) rate between survivin-positive and 

survivin-negative patients (76% versus 80%) . With a median 

follow-up of 4.6 years, the risk of AML relapse was similar in both 

patient groups, but there was a trend for earlier relapses in 

survivin-positive patients when compared to survivin 

-negative patients (estimated 1-year relapse rate, 38% versus 19%; 

median CR duration, 17 versus 31 months). When tested in univariate 

analysis, survivin expression did not significantly 

influence overall survival (P=0.15 by the log-rank test). However, 

survivin expression became an independent negative 

prognostic factor for survival when adjusted with the Cox 

model for established prognostic factors in AML 

(cytogenetics, age, and WBC) and for ALFA 9000 treatment arm (RR==2.8 
and P=0.03, by the likelihood-ratio test). These data suggest that 
survivin expression may be considered as a new unfavorable 
prognostic factor of de novo AML, and suggest a role of 
apoptosis inhibition in influencing disease outcome. 
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AB A novel apoptosis-regulating protein termed "Survivin" is 

identified and a cDNA encoding it is cloned. The protein inhibits 
apoptosis and may be a target for the treatment of proliferative 
diseases such as cancers (no data) and as a tool for investigating 
apoptosis in normal and diseased states. The protein is abundant in 
tumor cells but is present at low levels in normal, terminally 
differentiated adult cells but is detectable in many fetal 
tissues. Aggressive tumors showed the highest levels of 
survivins and survivin levels may be a 

prognostic indicator for some tumors. Amino acid residues 
essential for protein function were identified by alanine scanning 
mutagenesis. The cloned human gene was found to include a gene on 
the antisense strand that encoded a protein with features typical of 
an apoptosis-inhibiting protein. 


L26 ANSWER 13 OF 15 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


HCAPLUS COPYRIGHT 2004 ACS on STN DUPLICATE 9 
1998:750551 HCAPLUS 
130:108444 

Inhibition of apoptosis by survivin 


Searcher 


Shears 571-272-2528 


10/042402 


predicts shorter survival rates in 

colorectal cancer 
AUTHOR(S): Kawasaki, Hiroshi; Altieri, Dario C; 

Lu, Cai-De; Toyoda, Masao; Ten jo, Toshiyuki; 

Tanigawa, Nobuhiko 
CORPORATE SOURCE: Department of General and Gastroenterological 

Surgery, Osaka Medical College, Takatsuki City, 

569-8686, Japan 

SOURCE: Cancer Research (1998), 58(22), 5071-5074 

CODEN: CNREA8; ISSN: 0008-5472 
PUBLISHER: AACR Subscription Office 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Deregulated inhibition of apoptosis (programmed cell death) may 
facilitate the insurgence of neoplasia, but whether it also 
influences the outcome of common cancers has remained controversial. 
In this study, the authors investigated the expression of a novel 
inhibitor of apoptosis, survivin, in colorectal 
cancer and its relation with tumor cell apoptosis 
and overall prognosis. By immunohistochem. , 
survivin was expressed in 91 of 171 (53.2%) cases of 
colorectal carcinomas of histol. stages 0 to IV. 
In contrast, normal colon epithelium did not express 
survivin. Although survivin expression did not 
correlate with p53 abnormalities (46.5% vs. 58.0%), survivin 
-pos. cases were strongly associated with bcl-2 expression (72.5% vs. 
27.4%) and reduced apoptotic index (0.76% vs. 1.17%). Expression of 
survivin alone in bcl-2-~neg. (discordant) cases also 
resulted in reduced apoptotic index (0,82% vs. 1.16%). When 
analyzed for prognostic significance, patients with low 
apoptotic index (<0.97%) had worse survival rates than the group 
with high apoptosis, and a multivariate Cox proportional hazard 
model identified reduced apoptosis as an independent predictive 
factor for overall survival. These data demonstrate that apoptosis 
inhibition by survivin, alone or in cooperation with 
bcl-2, is an important predictive/prognostic parameter of 
poor outcome in colorectal carcinoma and 
identify survivin as a new diagnostic 
/therapeutic target in cancer. 
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AB The statistical anal, described and claimed is a predictive 

statistical tree model that overcomes several problems observed in 
prior statistical models and regression analyses, while ensuring 
greater accuracy and predictive capabilities. Although the claimed 
use of the predictive statistical tree model described herein is 
directed to the prediction of a disease in individuals, the claimed 
model can be used for a variety of applications including the 
prediction of disease states, susceptibility of disease states or 
any other biol. state of interest, as well as other applicable 
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non-biol. states of interest. This model first screens 
genes to reduce noise, applies kmeans correlation-based clustering 
targeting a large number of clusters, and then uses singular value 
decompns. (SVD) to extract the single dominant factor (principal 
component) from each cluster. This generates a statistically 
significant number of cluster-derived singular factors, that are 
referred to as metagenes, that characterize multiple patterns of 
expression of the genes across samples. The strategy aims to extract 
multiple such patterns while reducing dimension and smoothing out 
gene-specific noise through the aggregation within clusters. Formal 
predictive anal, then uses these metagenes in a Bayesian 
classification tree anal. This generates multiple recursive 
partitions of the sample into subgroups (the 'leaves* of the 
classification tree), and assocs. Bayesian predictive probabilities 
of outcomes with each subgroup. Overall predictions for an 
individual sample are then generated by averaging predictions, with 
appropriate wts., across many such tree models. The model includes 
the use of iterative out-of-sample, cross-validation predictions 
leaving each sample out of the data set one at a time, refitting the 
model from the remaining samples and using it to predict the 
hold-out case. This rigorously tests the predictive value of a 
model and mirrors the real-world prognostic context where 
prediction of new cases as they arise is the major goal. 
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INFO, 






US 2002- 

394121P 

P 

20020703 



AB Genes that are regulated by cell senescence are identified and used 
as markers in screening for agents that induce senescence 
that may be useful as antitumor agents. The regulatory regions of 
genes showing senescence-dependent gene expression may be used to 
drive expression of a reporter gene in a drug screening 
assay. The method can be used in tumor cells or in tumor 
cell models, specifically in cell lines deficient in p53. These are 
expected to be capable of killing tumor cells without having the 
same broad toxicities as current chemotherapeutic agents. Exposure 
of HCT116 colon carcinoma cells to doxorubicin resulted in the 
population splitting onto senescent and non-senescent populations. 
MRNA populations from the two cell types were compared to identify 
genes showing altered expression in senescence. 

IT 371761-91-0, Survivin 
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screening for antitumor drugs) 
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ACCESSION NUMBER: 2004:24947 HCAPLUS 

DOCUMENT NUMBER: 140:251179 

TITLE: Urine Detection of 

Survivin is a Sensitive Marker for the 

Noninvasive Diagnosis of 

Bladder Cancer 

AUTHOR (S ) : Shariat, Shahrokh F.; Casella, Roberto; 

Khoddami, Seyed M. ; Hernandez, Gina; Sulser, 

Tullio; Gasser, Thomas C; Lerner, Seth P. 
CORPORATE SOURCE: Scott Department of Urology, Baylor College of 

Medicine and The Methodist Hospital, Houston, 

TX, 77030, USA 

SOURCE: Journal of Urology (Hagerstown, MD, United 

States) (2004), 171(2, Pt. 1), 626-630 
CODEN: JOURAA; ISSN: 0022-5347 
PUBLISHER: Lippincott Williams & Wilkins 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
AB In a preliminary study urine detection of 

survivin, an integrator of cell death and mitosis, 
accurately detected bladder cancer. 

The' objectives of this study were to confirm these findings in a 

large cohort of subjects undergoing cystoscopy, to assess the 

diagnostic performance of urine survivin 

and to test whether evaluation of urine suirvivin 

adds independent value to urine NMP22 (Matritech, 

Cambridge, Massachusetts) and cytol. for the detection of 

bladder cancer. Urine survivin 

was measured using a Bio-Dot 

microfiltration detection system (Bio-Rad, Hercules, 

California) in voided urine specimens collected before 

cystoscopy in 117 cases and 92 controls. Bladder washout samples 

for cytol. were collected in 174 subjects. Urine levels 

of NMP22 were measured using a com. available 

ELISA. Higher levels of urine survivin 

were associated with an increased risk of bladder 

cancer (p <0.001) and tumors of higher grade (p = 

0.037), but not with invasive stage, after adjustment for the 

effects of urine cytol., NMP22 and age. The sensitivity, 

specificity, and pos . and neg. predictive values of survivin 

for the diagnosis of bladder cancer 

(64%, 93%, 92% and 67%, resp.), are superior to those of NMP22 and 
cytol. Survivin had the highest specificity and pos. 
predictive value for the detection of bladder 
cancer across each tumor stage and grade. 
Urine survivin was a strong, independent predictor 
of the presence of bladder cancer and higher 
tumor grade. Urine detection of 
survivin is an accurate diagnostic test for 
bladder cancer that retains its efficiency 
regardless of cancer stage and grade. 
IT 371761-91-0, Survivin 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); BIOL 
(Biological study); USES (Uses) 

(survivin in urine as marker for the 

noninvasive diagnosis of bladder / 
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SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


2003:971787 HCAPLUS 
140:13770 

Diagnosis and drug screening 

using calibrated gene expression profiles 

Bevilacqua, Michael P.; Bankaitis-Davis , Danute 

M.; Cheronis, . John C. ; Tryon, Victor 

Source Precision Medicine, Inc., USA 

U.S. Pat. Appl. Publ., 84 pp., Cont . ~in~part of 

U.S. Ser. No. 605,581, abandoned. 

CODEN: USXXCO 

Patent 

English 

2 ■ 


PATENT NO. 


KIND DATE 


APPLICATION NO. 


DATE 


US 2003229455 Al 20031211 

US 6692916 B2 20040217 

PRIORITY APPLN. INFO.: 


US 2001-821850 


20010329 


US 1999-141542P P 19990628 
US 2000-195522P P 20000407 
US 2000-605581 B2 20000628 
AB A method provides an index that is indicative of the state of a 
subject, as to a biol. condition, based on a sample from the 
subject. An embodiment of this method includes: deriving from the 
sample a profile data set, the profile data set including a 
plurality of members, each member being a quant, 
measure of the amount of a distinct RNA or protein constituent 
in a panel of constituents selected so that measurement of 
the constituents enables evaluation of the biol. condition; and in 
deriving the profile data set, achieving such measure for 
each constituent under measurement conditions that are 
substantially repeatable; and applying values from the profile data 
set to an index function that provides a mapping from an instance of 
a profile data set into a single-valued measure of biol. 
condition, so as to produce an index pertinent to the biol. 
condition of the subject. The index was determined with resp. 
to a relevant population which has in common property that is at 
least one of age group, gender, ethnicity, geog. location, 
diet, medical disorder, clin. indicator, medication, phys . activity, 
body mass, and environmental exposure. The biol. conditions include 
inflammation, diabetes, prostate health or disease, 
manifested skin, liver metabolism and disease, vascular disease, 
abnormal cell development, cancer and infectious disease. 
The method can be used for evaluating the effect on a biol. 
condition by drugs . 
IT 371761-91-0, Survivin 

RL: BSU (Biological study, unclassified) ; DGN (Diagnostic use) ; BIOL 
(Biological study); USES (Uses) 
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SOURCE: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 


2003:943755 HCAPLUS 
139:392136 

Human cancer recurrence diagnosis by 

nucleic acid hybridization to 

detect the ratio of pro-apoptosis factor 

and survivin mRNA 

Sandler, Anthony D. 

University of Iowa Research Foundation, USA 

U.S., 16 pp. 

CODEN: USXXAM 

Patent 

English 

1 


PATENT NO. 


KIND DATE 


APPLICATION NO. DATE 


US 6656684 Bl 20031202 US 2000-705146 20001102 

PRIORITY APPLN. INFO.: US 2000-705146 20001102 

AB The present invention provides methods for diagnosis of 

human tumor recurrence by calculating the mRNA ratio of Survivin 
and pro-apoptosis factor (PAF) . The PAF may be Fas, BID, p53, DR4, 
DR5, or Tumor necrosis factor receptor. Survivin and 
pro-apoptosis factor specific oligonucleotides were labeled 
to determine the amount of survivin and PAF mRNA by 
nucleic acid hybridization. Survivin: PAF ratio 
of more than 1.5 is predictive that the tumor may recur - 
IT 371761-91-0/ Survivin 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gene for; human cancer recurrence diagnosis by nucleic 
acid hybridization to detect the ratio of 
pro-apoptosis factor and survivin mRNA) 
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2003:887375 HCAPLUS 
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Recursive Partitioning as an Approach to 
Selection of Immune Markers for Tumor 
Diagnosis 

Koziol, James A. ; Zhang, Jian-Ying; Casiano, 
Carlos A.; Peng, Xuan-Xian; Shi, Fu-Dong; Feng, 
Anne C. ; Chan, Edward K. L.; Tan, Eng M. 
Division of Biomathematics , The Scripps Research 
Institute, La Jolla, CA, 92037, USA 
Clinical Cancer Research (2003) , 9 ( 14 ) , 
5120-5126 

CODEN: CCREF4; ISSN: 1078-0432 
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PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Cancer sera contain antibodies which react with a unique 

group of autologous cellular antigens called tumor-associated antigens 
(TAAs) , but the 1 ow frequency of pos • reactions against any 
individual antigen has precluded use of autoantibodies as useful 
diagnostic markers . With enzyme 

immunoassay/ the authors examined antibody frequencies to a 

panel of 7 TAAs, c-myc, cyclin Bl, IMPl, Koc, p53, p62, and 

surviving in 527 cancer patients (64 

breast cancer patients, 45 colorectal 

cancers/ 91 gastric cancers/ 65 hepatocellular 

carcinomas r 56 lung cancers ^ and 206 

prostate cancers), and 346 normals. The authors 

used recursive partitioning to assess whether they could accurately 

classify individuals as either cancer patients or normals on the 

basis of the profile of antibody reactivity to the 7 TAAs for each 

individual. Recursive partitioning resulted in the selection of 

subsets of the 7-panel TAA, which differentiated between tumors and 

controls, and these subsets were unique to each cancer cohort. The 

classification trees had sensitivities ranging from 0.77 to 0.92 and 

specificities ranging from 0.85 to 0.91 in the cancer cohorts when 

normal means +2 SDs were used as standard cutoffs for 

immunoassay positivity. Antibody to cyclin Bl was the 

initial discriminating node for gastric and lung 

cancers, and for hepatocellular carcinoma, and was 

a subsequent discriminating node in all of the other cancer 

cohorts. C-myc was the initial discriminating node in 

breast cancer r p62 in prostate 

cancer, and IMPl in colon cancer. Recursive 

partitioning demonstrated that no more than 3 of the 7 TAAs were 
needed for any cancer cohort to arrive at these levels of 
sensitivity and specificity. This initial study shows that multiple 
antigen miniarrays can provide accurate and valuable tools for 
cancer detection and diagnosis. Performance of 
the miniarrays might be enhanced by other combinations of TAAs 
appropriately selected for different cancer cohorts. 
IT 371761-91-0, Survivin 
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PRIORITY APPLN. INFO.: FR 2001-16963 20011220 

AB The present invention aims at manufacturing biochips of very high quality 
and their use in gene expression profiling for cancer 
diagnosis and therapy in mammals. 
IT 371761-91-0, Survivin 
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Modular biochip arrays and their 
diagnostic or analytical uses and their 
preparation and uses 

Bignon, Yves Jean; Vidal, Veronique; D'Incan, 
Chant al; Laplace, Chambaud Valerie; Sylvain, 

Vidal Valerie 

Centre Medico Chirurgical De Tronquieres, Fr. 

Fr. Demande, 124 pp. 

CODEN: FRXXBL 

Patent 
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PRIORITY APPLN. INFO.: FR 2001-16962 20011220 

AB A method of constructing raicroarrays for specific diagnostic 

or research purposes is described. The microarrays are made up of 
modular sections with each module containing probes for a defined set of 
genes that can be assembled to give an array suitable for a specific 
purposes. The individual modules may be on sep. supports. 
IT 371761-91-0, Survivin 
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Bevilacqua, Michael; Cheronis, John C; Tryon, 
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Source Precision Medicine, Inc., USA 
PCT Int. Appl., 156 pp. 
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Patent 
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AB A method provides an index that is indicative of the state of a 
subject, as to a biol . condition, based on a sample from the 
subject. An embodiment of this method includes: deriving from the 
sample a profile data set, the profile data set including a 
plurality of members, each member being a quant, 
measure of the amount of a distinct RNA or protein constituent 
in a panel of constituents selected so that measurement of 
the constituents enables evaluation of the biol. condition; and in 
deriving the profile data set, achieving such measure for 
each constituent under measurement conditions that are 
substantially repeatable; and applying values f rom the profile data 
set to an index function that provides a mapping from an instance o 
a profile data set into a single-valued measure of biol. 
condition, so as to produce an index pertinent to the biol. 
condition of the subject. The index was determined with resp. 
to a relevant population which has in common property that is at 
least one of age group, gender, ethnicity, geog. location. 
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diet, medical disorder, clin. indicator, medication, phys . activity, 
body mass, and environmental exposure. The biol . conditions include 
inflammation, diabetes, prostate health or disease, 
manifested skin, liver metabolism and disease, vascular disease, 
abnormal cell development, cancer and infectious disease. 
The method can be used for evaluating the effect on a biol, 
condition by drugs, 
IT 371761-91-0, Survivin 

RL: ADV (Adverse effect, including toxicity); BSU (Biological study, 
unclassified) ; BIOL (Biological study) 

(systems and methods for characterizing a biol. condition or 
agent using calibrated gene expression profiles) 
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TITLE: Enhancement of Antibody Detection in 

Cancer Using Panel of Recombinant 

Tumor-associated Antigens 
AUTHOR (S) : Zhang, Jian-Ying; Casiano, Carlos A.; Peng, 

Xuan-Xian; Koziol, James A.; Chan, Edward K. L.; 

Tan, Eng M. 

CORPORATE SOURCE: W.M. Keck Autoimmune Disease Center, The Scripps 

Research Institute, La Jolla, CA, 92037, USA 

SOURCE: Cancer Epidemiology, Biomarkers & Prevention 

(2003), 12(2), 136-143 
CODEN: CEBPE4; ISSN: 1055-9965 

PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Cancer sera contain antibodies which react with a unique 

group of autologous cellular antigens called tumor-associated antigens 
(TAAs). This study dets . whether a mini-array of multiple 
TAAs would enhance antibody detection and be a useful 
approach to cancer detection and diagnosis. The 
mini-array of TAAs comprised full-length recombinant proteins 
expressed from cDNAs encoding c-myc, p53, cyclin Bl, p62, Koc, IMPl, 
and survivin. Enzyme immunoassay was 
used to detect antibodies in 527 sera from six 

different types of cancer. Antibody frequency to any individual TAA 
was variable but rarely exceeded 15-20%. With the successive addition 
of TAAs to a final total of seven antigens, there was a stepwise 
increase of pos . antibody reactions up to a range of 44-68%. 
Breast, lung, and prostate 

cancer patients showed sep. and distinct profiles of 

reactivity, suggesting that uniquely constituted antigen mini-arrays 

might be developed to distinguish between some types of 

cancer. Distinct antibody profiles were not observed in 

gastric, colorectal, and hepatocellular carcinomas 

with this set of seven TAAs. Detection of autoantibodies 

in cancer can be enhanced by using a mini-array of several TAAs as 

target antigens, Addnl. studies in early cancer patients and 
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high-risk individuals and the design of unique antigen panels for 
different cancers would help to determine whether multiple 
antigen mini-arrays for the detection of autoantibodies 
might contribute a clin. useful noninvasive approach to cancer 
detection and diagnosis. 
IT 371761-91-0, Survivin. 

RL: ARU (Analytical role, unclassified); DGN (Diagnostic use); ANST 
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Multiplex gene expression analysis for 
high- throughput drug discovery: 
screening and analysis of compounds 
affecting genes over-expressed in cancer cells 
Johnson^ Paul H. ; Walker, Roger P.; Jones, 
Steven W. ; Stephens, Kathy; Meurer, Janet; 
Zajchowski, Deborah A.; Luke, May M. ; Eeckman, 
Frank; Tan, Yuping; Wong, Linda; Parry, Gordon; 
Morgan, Thomas K., Jr.; McCarrick, Meg A.; 
Monforte, Joseph 

Department of Cancer Research, Berlex 
Biosciences, Richmond, CA, 94804-0099, USA 
Molecular Cancer Therapeutics (2002), 1(14), 
1293-1304 

CODEN: MCTOCF; ISSN: 1535-7163 
American Association for Cancer Research 
Journal 
English 

Drug discovery strategies are needed that can rapidly exploit 
multiple therapeutic targets associated with the complex gene 
expression changes that characterize a polygenic disease such as 
cancer. We report a new cell-based high-throughput technol . for 
screening chemical libraries against several potential cancer 
target genes in parallel. Multiplex gene expression (MGE) anal, 
provides direct and quant, zneasurement of 
multiple endogenous mRNAs using a multiplexed detection 
system coupled to reverse transcription- 
PCR. A multiplex assay for six genes 
over-expressed in cancer cells was used to screen 
9000 chems. and known drugs in the human prostate 
cancer cell line PC-3. .Active compds . that modulated gene 
expression levels were identified, and IC50 values were detd 
. for compds. that bind DNA, cell surface receptors, and components 
of intracellular signaling pathways. A class of steroids related to 
the cardiac glycosides was identified that potently inhibited the 
plasma membrane Na+K+-ATPase resulting in the inhibition of 
four of the prostate target genes including transcription factors 


CORPORATE SOURCE: 


SOURCE 


PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 
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Hoxb-13, hPSE/PDEF, hepatocyte nuclear factor-3a, and the 
inhibitor of apoptosis, survivin. Representative compds . 
selectively induced apoptosis in PC-3 cells compared with the 
non-metastatic cell line BPH-1. The multiplex assay 
distinguished potencies among structural variants, enabling 
structure-activity anal, suitable for chemical optimization studies 
second multiplex assay for five toxicol. markers, Hsp7 0, 
GaddlSS, Gadd45, 06-methylguanihe-DNA methyltransf erase, and 
cyclophilin, detected compds . that caused DNA damage and 
cellular stress and was a more sensitive and specific indicator of 
potential toxicity than measurement of cell viability. 
MGE anal, facilitates rapid drug screening and compound 
optimization, the simultaneous measurement of toxicol. end 
points, and gene function anal. 
IT 371761-91-0, Survivin 
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(multiplex gene expression anal, for high-throughput drug 
discovery) 
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PT, IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
PRIORITY APPLN. INFO.: US 2001-260898P P 20010112 

WO 2002-US574 W 20020111 
AB The present invention includes a method for diagnosing 
cancer comprising detecting the presence of 
survivin in the biol. fluid of a patient. The present 
invention also provides kits comprising one or more agents that 
detect survivin polypeptide or survivin 

nucleic acid and a container for collecting biol. fluid for testing. 

IT 371761-91-0, Survivin 

RL: ANT (Analyte) ; DGN (Diagnostic use); ANST (Analytical study); 
BIOL (Biological study); USES (Uses) 

(detection of survivin in biol. fluids of 

cancer patients) 
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TITLE: Bladder cancer 

detection with urinary survivin 

, an inhibitor of apoptosis 
AUTHOR(S) : Sharp, Jennifer D.; Hausladen, Derek A. ; Maher, 

M, Grey; Wheeler, Marcia A.; Altieri, C. ; Weiss, 

Robert M. 

CORPORATE SOURCE: Department of Surgery (Section of Urology) and 

Pathology (Boyer Center for Molecular Medicine), 
Yale University School of Medicine, New Haven, 
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SOURCE: Frontiers in Bioscience [online computer file] 

(2002), 7, E36-E41 

CODEN: FRBIF6; ISSN: 1093-4715 

URL: http://www.bioscience.Org/2002/v7/e/sharp/p 
df.pdf 

PUBLISHER: Frontiers in Bioscience 

DOCUMENT TYPE: Journal; General Review; (online computer file) 

LANGUAGE: English 

AB A review. The current "gold standard" for the diagnosis of 
bladder cancer is cystoscopy and urine 

cytol. Cystoscopy, a naked eye assessment of the bladder, is 

invasive, uncomfortable and costly while cytol. has high specificity 

but low sensitivity (40-60%) particularly for low-grade lesions. 

Therefore, there is a need for a mol . tumor marker assay 

that is simple to perform and sensitive, particularly for low-grade 

lesions. By looking to the pathophysiol . of bladder 

cancer, we identified survivin, an inhibitor of 

apoptosis that is not generally expressed in fully differential 
adult tissue and is highly expressed in bladder 
cancer. Survivin is detected in whole 

urine of patients with TCC using a simple antibody based 
test. The sensitivity of survivin testing for new or 
recurrent bladder cancer is 100% while the 
specificity for other neoplastic and non- 
neoplastic genitourinary disease is 95%. The high 
sensitivity of this simple, noninvasive test is well suited to 
bladder cancer/ a disease with high rates of 
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recurrence, 
IT 371761-91-0, Survivin 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); BIOL 
(Biological study); USES (Uses) 
(bladder cancer detection with 
urinary survivin/ an inhibitor of apoptosis) 
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US 2000-183245P P 20000217 
US 2000-190139P P 20000316 
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US 2000-255160P P 20001213 
WO 2001-US2318 A 20010124 
AB This invention relates to newly discovered correlations between 

expression of certain nucleic acid markers and the cancerous state 
of human prostate cells. The levels of expression of individual 
markers and combinations of markers described herein correlates with 
the presence of prostate cancer or a pre-malignant condition in a 
patient. Methods are provided for detecting the presence of 
prostate cancer in a sample, the absence of prostate cancer in a 
sample, the stage of a prostate cancer, the metastatic potential of 
a prostate cancer, the indolence or aggressiveness of the cancer, 
and other characteristics of prostate cancer that are relevant to 
prevention, diagnosis, characterization and therapy of prostate 
cancer in a patient. Thousands of differentially-expressed cDNA 
markers are identified in subtracted cDNA libraries and by 
transcript profiling. [This abstract record is the fourth of four 
records for this document necessitated by the large number of index 
entries required to fully index the document and publication system 
constraints. ] , 
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DOCUMENT TYPE: Journal 
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AB The occurrence of antibody response against survivin in 

various gastrointestinal cancer patients was examined Blood 

samples from 33 healthy blood donors and 63 

gastrointestinal cancer patients after histol. diagnosis 

were studied. No increase in the overall prevalence of antibody 

reactivity was observed in the addition of anti-p53 antibodies. 

Survivin expression was detected in 

colorectal cancers / and mRNA transcripts encoding 

survivin were detected in recurrent 

colorectal cancers by a reverse 

transcriptase-polyinerase chain reaction. 

Antibody responses against survivin were not always 

apparent in all patients whose cancers expressed survivin. 
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Anti-survivin reactivity was influenced by the site of 
tumor origin. 
IT 371761-91-0, Survivin 

RL: BPR (Biological process); BSU (Biological study, unclassified); 
BIOL (Biological study); PROC (Process) 

(anti-survivin antibodies in human gastrointestinal 

cancer) 
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PRIORITY APPLN. INFO.: US 2000-488191 A 20000120 

AB The invention provides the use of real-time reverse 

transcription-polyxnerase chain reaction 

(RT-PCR) , using survivin 

oncogene-specif ic primers and probes, for detecting 
neoplastic, hyperplastic, cytol. dysplastic and/or premalignant 
cellular growth or proliferation in a human subject. The invention 
relates that the RT-PCR can be done on a human 
bodily substance, such as urine, blood, semen, 

saliva, mucus, feces, or cellular material. The invention also 


Searcher 


Shears 571-272-2528 


10/042402 


relates that overexpression of nucleic acids (itiRNA) or protein 
products of the survivin oncogene is diagnostic 

for neoplastic, hyperplastic, cytol. dysplastic and/or premalignant 
cellular growth or proliferation. The invention also provides 
provides the sequences of said suirvivin oncogene-specif ic 
primers and probes, and diagnostic kits containing them. 
Further, the invention specifically presents the use of real-time 
RT-PCR in detecting survivin 

oncogene in the urinary tract of individuals, and in 
detection of urinary tract neoplasms. In the example 
section, the invention discussed that products of RT- 
PCR can be detected using hybridization 
dot blot or nested-PCR. 

L9 ANSWER 18 OF 21 HCAPLUS COPYRIGHT 2004 ACS on STN 
ED Entered STN: 11 May 2001 

ACCESSION NUMBER: 2001:3387 62 HCAPLUS 

DOCUMENT NUMBER: 134:362292 

TITLE: Methods of determining individual 

hypersensitivity to a pharmaceutical agent from 
gene expression profile 

INVENTOR(S): Farr, Spencer 

PATENT ASSIGNEE (S): Phase-1 Molecular Toxicology, USA 

SOURCE: PCT Int. Appl., 222 pp. 

CODEN: PIXXD2 ' 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 


WO 2001032928 A2 20010510 WO 2000-US30474 20001103 

WO 2001032928 A3 20020725 


W: AE, 

AG, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

BZ, 

CA, 

CH, 

CN, 

CR, 

CU, 

CZ, 

DE, 

DK, 

DM, 

DZ, 

EE, 

ES, 

FI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR, 

HU, 

ID, 

IL, 

IN, 

IS, 

JP. 

KE, 

KG, 

KP, 

KR, 

KZ, 

LC, 

LK, 

LR, 

LS, 

LT, 

LU, 

LV, 

MA, 

MD, 

MG, 

MK, 

MN, 

MW, 

MX, 

MZ, 

NO, 

NZ, 

PL, 

PT, 

RO, 

RU, 

SD, 

SE, 

SG, 

SI, 

SK, 

SL, 

TJ, 

TM, 

TR, 

TT, 

TZ, 

UA, 

UG, 

US, 

UZ, 

VN, 

YU, 

ZA, 

ZW, 

AM, 

AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ, 

TM 














RW: GH, 

GM, 

KE, 

LS, 

MW, 

MZ, 

SD, 

SL, 

SZ, 

TZ, 

UG, 

ZW, 

AT, 

BE, 

CH, 

CY, 

DE, 

DK, 

ES, 

FI, 

FR, 

GB, 

GR, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

SE, 

TR, 

BF, 

BJ, 

CF, 

CG, 

CI, 

CM, 

GA, 

GN, 

GW, 

ML, 

MR, 

NE, 

SN, 

TD, 


TG 
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AB The invention discloses methods, gene databases, gene arrays, 
protein arrays, and devices that may be used to determine the 
hypersensitivity of individuals to a given agent, such as drug or 
other chemical, in order to prevent toxic side effects. In one 
embodiment, methods of identifying hypersensitivity in a subject by 
obtaining a gene expression profile of multiple genes associated with 
hypersensitivity of the subject suspected to be hypersensitive, and 
identifying in the gene expression profile of the subject a pattern 
of gene expression of the genes associated with hypersensitivity are 
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disclosed. The gene expression profile of the subject may be 
compared with the gene expression profile of a normal individual and 
a hypersensitive individual. The gene expression profile of the 
subject that is obtained may comprise a profile of levels of mRNA or 
cDNA. The gene expression profile may be obtained by using an array 
of nucleic acid probes for the plurality of genes associated with 
hypersensitivity. The expression of the genes predetd, to be 
associated with hypersensitivity is directly related to prevention or 
repair of toxic damage at the tissue, organ or system level. Gene 
databases arrays and apparatus useful for identifying hypersensitivity 
a subject are also disclosed. 
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Altieri, Dario C. 
CORPORATE SOURCE: Boyer Center for Molecular Medicine, Yale 
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SOURCE: JAMA, the Journal of the American Medical 
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PUBLISHER: American Medical Association 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Context Dysregulation of apoptosis may favor onset and progression 
of cancer and influence response to therapy. Survivin is 
an inhibitor of apoptosis that is selectively overexpressed in 
common human cancers, but not in normal tissues, and that correlates 
with aggressive disease and unfavorable outcomes. Objective To 
investigate the potential suitability of survivin 
detection in urine as a novel predictive/ 
prognostic mol. marker of bladder cancer 

Design, Setting, and Patients Survey of urine specimens 
from 5 groups: healthy volunteers (n=17) and patients with 
nonneoplastic urinary tract disease (n=30), genitourinary 
cancer (n=30), new-onset or recurrent bladder 
cancer (n=46) , or treated bladder cancer 

(n=35) , recruited from 2 New England urol , clinics. Main Outcome 
Measures Detectable survivin levels, 

analyzed by a novel detection system and confirmed by 

Western blot and reverse transcriptase 

polymerase chain reaction (RT- 

PCR) / in urine samples of the 5 participant 

groups. Results Survivin was detected in the 

urine samples of all 46 patients with new or recurrent 

bladder cancer using a novel detection 

system (31 of 31) and RT-PCR (15 of 15) methods. 

Survivin was not detected in the urine 

samples of 32 of 35 patients treated for bladder 
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cancer and having neg. cystoscopy results. None of the 
healthy volunteers or patients with prostate, 
kidney/ vaginal, or cervical cancer had 
detectable survivin in urine samples. 

Of the 30 patients with nonneoplastic urinary tract disease, 
survivin was detected in 3 patients who had 

bladder abnormalities noted using cystoscopy and in 1 patient with 
an increased prostate-specific antigen level. Patients with 
low-grade bladder cancer had significantly lower 
urine survivin levels than patients with 

carcinoma in situ (P=.002). Conclusions Highly sensitive 
and specific determination of urine survivin 
appears to provide a simple, noninvasive diagnostic test 
to identify patients with new or recurrent bladder 
cancer , 
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51(8), 549-561 
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DOCUMENT TYPE: Journal 
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AB Acquisition of multidrug resistance (MDR) phenotype in ovarian 
cancers is the main obstacle in successful improvement of the 
treatment strategies. Currently, putative two MDR pathways have 
been proposed. First is membrane associated drug efflux pump such as 
MDR-1 and MRP or LRP (Type 1 MDR factor) . Second is anti-apoptosis 
proteins such as p53, Bcl-2 and survivin (Type 2 MDR 
factor) . In addition to these factors, we have studied DNA repair 
enzyme ERCC-1, microsatellite instability (MI) and c-erbB-2 
amplification (Type 3 MDR factors) in 62 (stage I, II, 111, IV = 18, 
9, 20, 15) ovarian cancer cases. Also plasma free 
telomere fragments are monitored before and after 
chemotherapy to test its diagnostic potential for early 
detection of MDR phenotype. The expression of type 1, 2, 3 
MDR factors are equally seen in serous, mucinous, endometrioid and 
clear cell cancers. The MDR-1 and LRP were more frequently seen in 
advanced stages (III + IV) than early stages (I + II) .Survival 
anal, by the Cox proportional hazard model showed over expression of 
mutant p53 (RR = 3.3, p<0.006), survivin (RR = 6.2, 
p<0.008) and amplification of c-erbB-2 (RR = 2.0, p<0.01) were 
stage-independent risk factors. On the other hand, the progression 
free intervals (PFI) were affected by MDR-1 (RR = 5.6, p<0.02) and 
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LRP (RR = 16.8, p<0. 004) .Expression of MDR-1 and LRP pos . correlated 
with later development of MDR phenotype whereas type 2 has no impact 
on the MDR. Type 3 factors all pos. correlated with the MDR 
phenotype after recurrence (ERCC-1: RR = 2, p<0.001, MI: RR = 1.5, 
p<0.05, c-erbB-2: RR = 2.0, p<0.002). Chronol . of MDR related factor 
expression was tested longitudinally in primary, early metastatic 
and late recurrent lesions of the same patients (n = 19) . The anal, 
showed frequency of MDR-1 expression, MI and c-erbB-2 amplification 
have been increased in late recurrent lesions whereas LRP and 
survivin have already been expressed in the primary lesions. 
These observation indicate that drug efflux pumps are related with 
recurrence and resistance but MDR-1 and MRP are associated with 
acquired resistance but LRP with primary resistance. The p53 and 
survivin are strong neg. indicator for survival but have 
little impact on recurrence. ERCC-1, MI and c-erbB-2 do have 
relationship with recurrence and resistance. Lastly free telomere 
fragments are successfully detected in the peripheral 
blood and the pos. predictive value for discriminating 
chemotherapy responders from non-responders was 0.83 whereas 
senim tumor markers had that of 0.52. This is the first 
report of chronol. in MDR and MDR-related genes expressions in 
ovarian cancer. The distinct association of each MDR-related factors 
with clin. parameters indicates independent roles of these factors 
and thus potential use of the factors as target for mol. treatments 
of ovarian cancer. 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Antibody reactivity against survivin, a recently 

identified tumor-associated protein, was determined in 

sera from patients with lung (n = 51) or 

colorectal cancer {n = 49) . The same collection 

of sera was tested for the presence of antibodies against 

p53. Eleven sera from lung cancer 

patients and four sera from colorectal 

cancer patients reacted with purified recombinant 

survivin in an ELISA (21.6% and 8.2%, resp.), 

whereas four sera from lung cancer 

patients and nine sera from colorectal 
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cancer patients contained anti-p53 antibodies (7.8% and 
18.4%, resp.). The increase in prevalence when anti- 
survivin and anti-p53 antibodies were determined in 

parallel was statistically significant (29.4% vs. 7.8%, P = 0.005 in 
lung cancer population; 26.6% vs. 8.2%, P = 0.015 
in colorectal cancer population) . The high 
prevalence of anti-survivin antibodies makes these 
antibodies an attractive novel marker for the diagnosis of 
lung and colorectal cancer^ particularly 
in patients lacking anti-p53 antibodies. 
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NOVELTY - A tumor-diagnostic agent (I) containing an 
antibody which recognizes survivin/ is new 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for: 
(1) tumor diagnostic kit (II) comprising a first 
reagent containing antibody capable of recognizing survivin 
and a second reagent containing an antibody specific to the antibody 
which recognizes survivin or comprising a first reagent 
containing antibody recognizing survivin and second 
labeled antibody and third antibody capable of recognizing 
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epitope of first reagent, where one of the antibody of the reagent 
is immobilized; 

(2) determining malignancy of glioma, involves 
carrying out immune-tissue staining of the survivin in the 
brain tissue, measuring subsequently the ratio of 
survivin positive cell number with respect to all 
observation cells and determining the malignancy of glioma 
from the value; and 

(3) diagnosing bladder canceXf 
involves detecting survivin in a urine 
sample. 

USE - (I) is useful for immune-tissue staining of tumor 
cells. (I) and (II) are useful for diagnosing glioma or 
bladder cancer (claimed) . 

ADVANTAGE - (I) and (II) enables convenient and efficient 
diagnosis of tumor associated diseases such as 
glioma and bladder cancer. The malignancy of 
glioma can be determined efficiently. 

DESCRIPTION OF DRAWING (S) - The figure shows graph representing 
the relationship between the produced survivin index and 
the malignancy of glioma. 
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AB Mycophenolic acid (MPA) specifically inhibits inosine-5'- 

monophosphate dehydrogenase, the first committed step toward GMP 
biosynthesis. In its morpholinoethyl ester pro-drug form it is one 
of the most promising immunosuppressive drugs recently developed. 
The aim of the present study was to investigate the in vitro effects 
of MPA, at concentrations readily attainable during 
immunosuppressive therapy, on 3 human neuroblastoma cell 
lines (LANS, SHEP and IMR32) . Mycophenolic acid. (0.1-10 muM) caused 
a decrease of intracellular levels of guanine nucleotides, a Gl 
arrest and a time- and dose-dependent death by apoptosis. These, 
effects^ associated with an up-regulation of p53, p21 and bax, a 
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shuttling of p53 protein into the nucleus and a down-regulation of 
bcl~2, survivin and p27 protein, were reversed by the 
simultaneous addition of guanine or guanosine and were more evident 
using nondialysed serum containing hypoxanthine . These 
results suggest that in neuroblastoma cell lines 

clinically attainable concentrations of mycophenolic acid deplete 
guanine nucleotide pools triggering Gl arrest and apoptosis through 
p53-mediated pathways, indicating a potential role of its 
morpholinoethyl ester pro-drug in the management of patients with 
neuroectodermal tumors . 
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AB PURPOSE: In a preliminary study urine detection 

of survivin/ an integrator of cell death and mitosis, 
accurately detected bladder cancer. 

The objectives of this study were to confirm these findings in a 

large cohort of subjects undergoing cystoscopy, to assess the 

diagnos'tlc performance of urine survivin 

and to test whether evaluation of urine survivin 

adds independent value to urine NMP22 (Matritech, 

Cambridge, Massachusetts) and cytology for the detection 

of bladder cancer. MATERIALS AND METHODS: 

Urine survivin was measured using a 

Bio-Dot microfiltration detection system 

(Bio~Rad, Hercules, California) in voided urine specimens 

collected before cystoscopy in 117 cases and 92 controls. Bladder 

washout samples for cytology were collected in 174 subjects. 

Urine levels of NMP22 were measured using a 

commercially available enzyme-linked immunosorbent 

assay. RESULTS: Higher levels of urine 

survivin were associated with an increased risk of 

bladder cancer (p <0.001) and tumors of 

higher grade (p = 0.037), but not with invasive stage, after 
adjustment for the effects of uriiie cytology, NMP22 and 
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age. The sensitivity, specificity, and positive and negative 
predictive values of survivin for the diagnosis 
of bladder cancer (64%, 93%, 92% and 67%, 

respectively) , are superior to those of NMP22 and cytology. 

Survivin had the highest specificity and positive predictive 

value for the detection of bladder 

cancer across each tumor stage and grade. 

CONCLUSIONS: Urine survivin was a strong, 

independent predictor of the presence of bladder 

cancer and higher tumor grade. Urine 

detection of survivin is an accurate 

diagnostic test for bladder cancer that 

retains its efficiency regardless of cancer stage and 

grade . 
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AB US 6656684 B UPAB: 20040205 

NOVELTY - Predicting recurrence of tumor or cancer in human 
comprises contacting RNA from human physiological sample, with 
Survivin-specif ic oligonucleotide and pro-apoptosis factor 
(PAF) -specif ic oligo-nucleotide ; quantifying populations 
of labeled RNA; and calculating the ratio of the amounts 
of Survivin RNA and PAF RNA. 

DETAILED DESCRIPTION - Predicting the recurrence of a tumor or 
cancer. in a human comprises contacting RNA from a human 
physiological sample suspected of being tumorigenic or cancerous 
with a Survivin-specific oligonucleotide comprising a 
first label, and a PAF-specific oligo-nucleotide 
comprising a second label under conditions effective to 
hybridize the RNA to the oligonucleotides to yield a first 
population of RNA labeled with the Survivin 
-specific oligonucleotide and a second population of RNA 
labeled with the PAF-specific oligo-nucleotide; 
quantifying the first and second populations of 
labeled RNA to determine an amount of 

Survivin RNA and an amount of PAF RNA present in the sample; 
and calculating the ratio of the amount of Survivin RNA 
and the amount of PAF RNA. A Survivin: PAF ratio of more 
than about 1.5 is predictive that the tumor will recur. 

USE - For predicting the recurrence of a tumor or cancer in a 
human • 

ADVANTAGE - The Survivin: Fas ratio is a powerful 
predictor of recurrent disease, and assists in guiding treatment, 
counseling and follow-up therapeutic strategies with patients having 
tumors. In particular, Survivin: Fas ratio of greater than 
1.5, preferably greater than 2, is highly sensitive and specific 
predictor of tumor recurrence. 

DESCRIPTION OF DRAWING (S) - The figure shows a comparative 
chart for the Survivin: Fas ration calculated from RPA 
values for normal kidney, non-recurrent tumors, 
and recurrent tumors. 
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AB PURPOSE AND EXPERIMENTAL DESIGN: Cancer sera contain 

antibodies which react with a unique group of autologous cellular 
antigens called tumor-associated antigens (TAAs), but the low 
frequency of positive reactions against any individual antigen has 
precluded use of autoantibodies as useful diagnostic 
markers. With enzyme i^^i^o^ASi^y^ examined 

antibody frequencies to a panel of seven TAAs^ c-myc, cyclin Bl, 

IMPl, Koc, p53, p62, and survivin, in 527 cancer 

patients (64 breast cancer patients, 45 

colorectal cancers, 91 gastric cancers, 

65 hepatocellular carcinomas/ 56 lung 

cancers / and 206 prostate cancers) / and 

346 normals. We used recursive partitioning to assess whether we 
could accurately classify individuals as either cancer patients or 
normals on the basis of the profile of antibody reactivity to the 
seven TAAs for each individual. RESULTS: Recursive partitioning 
resulted in the selection of subsets of the seven-panel TAA, which 
differentiated between tumors and controls, and these subsets were 
unique to each cancer cohort. The classification trees had 
sensitivities ranging from 0.77 to 0.92 and specificities ranging 
from 0.85 to 0.91 in the cancer cohorts when normal means +2 SDs 
were used as standard cutoffs for immunoassay positivity. 
Antibody to cyclin Bl was the initial discriminating node for 
gastric and lung cancers, and for hepatocellular 
carcinoma, and was a subsequent discriminating node in all 
of the other cancer cohorts. c~myc was the initial 
discriminating node in breast cancer, p62 in 
prostate cancer/ and IMPl in colon cancer 

Recursive partitioning demonstrated that no more than three of 
the seven TAAs were needed for any cancer cohort to arrive at these 
levels of sensitivity and specificity. CONCLUSIONS: This initial 
study shows that multiple antigen miniarrays can provide accurate 
and valuable tools for cancer detection and 
diagnosis. Performance of the miniarrays might be enhanced 
by other combinations of TAAs appropriately selected for different 
cancer cohorts . 
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pathway in cancer: initiation of mitochondrial 
apoptosis and suppression of tumor-associated 
angiogenesis . 

AUTHOR: Blanc-Brude Olivier P; Mesri Mehdi; Wall Nathan R; 

Plescia Janet; Dohi Takehiko; Altieri Dario C 
CORPORATE SOURCE: Department of Cancer Biology and the Cancer Center, 

University of Massachusetts Medical School, 
Worcester, Massachusetts 01605, USA. 
CONTRACT NUMBER: CA78810 (NCI) 
CA90917 (NCI) 
HL 54131 (NHLBI) 

SOURCE: Clinical cancer research : an official journal of the 

American Association for Cancer Research, (2003 Jul) 
9 (7) 2683-92. 

Journal code: 9502500. ISSN: 1078-0432. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200404 

ENTRY DATE: Entered STN: 20030713 

Last Updated on STN: 20040421 
Entered Medline: 20040420 

AB PURPOSE: Molecular antagonists of the inhibitor of apoptosis protein 
survivin have shown promise as novel anticancer strategies 
for triggering tumor cell apoptosis, dysregulating mitotic 
progression, and inhibiting tumor growth in preclinical models. 
However, how survivin couples to the cell death machinery 
has remained elusive, and the relevant cellular targets of 
survivin antagonists have not been completely elucidated. 
Experimental Design: Human umbilical vein and dermal microvascular 
endothelial cells were infected with replication-deficient 
adenoviruses encoding survivin (pAd- Survivin) , 

green fluorescent protein (pAd-GFP) , or a phosphorylation-def ective 

survivin Thr(34) — >Ala (pAd-T34A) dominant negative mutant. 

The effect of wild-type or mutant survivin was 

investigated on capillary network stability, endothelial cell 

viability, and caspase activation in vitro and on kinetics of 

tumor growth and development of angiogenesis in a 

breast cancer xenograft model in vivo. The cell 

death pathway initiated by survivin targeting was mapped 

with respect to cytochrome c release, changes in mitochondrial 

transmembrane potential, and apoptosome requirements using mouse 

embryonic fibroblasts deficient in Apaf-1 or caspase-9. RESULTS: 

Adenoviral transduction of endothelial cells with pAd- 

Survivin inhibited growth factor deprivation- or 

ceramide-induced apoptosis, reduced caspase-3 and -7 generation, and 
stabilized three-dimensional capillary networks in vitro. 
Conversely, expression of pAd-T34A caused apoptosis in umbilical 
vein and dermal microvascular endothelial cells and resulted in 
caspase-3 activity. Cell death induced by survivin 
targeting exhibited the hallmarks of mitochondrial-dependent 
apoptosis with release of cytochrome c and loss of mitochondrial 
transmembrane potential and was suppressed in Apaf-1 or caspase-9 
knockout mouse embryonic fibroblasts. When injected in human 
breast cancer xenografts, pAd-T34A inhibited 
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growth of established timiors and triggered tiomor 

cell apoptosis in vivo. This was associated with a approximately 
60% reduction in tumor-derived blood vessels by 
quantitative morphometry of CD31-stained tumor areas, and 
appearance of endothelial cell apoptosis by internucleosomal DNA 
fragmentation in vivo. CONCLUSIONS: Survivin functions as 
a novel upstream regulator of mitochondrial-dependent apoptosis, and 
molecular targeting of this pathway results in anticancer activity 
via a dual mechanism of induction of tumor cell apoptosis and 
suppression of angiogenesis . 
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^ABSTRACT IS AVAILABLE IN THE ALL 7\ND lALL FORMATS* 
Cyclooxygenase-2 (COX-2) expression and certain growth hormones, 
such as gastrin, have been related to gastric carcinogenesis, but 
little is known about the factors that enhance this COX-2 expression 
and whether specific blockade of this enzyme has any 
influence on tumor growth and progression. Our objective was to 
de-tezmine the influence of a specific COX-2 inhibitor, 
rofecoxib ( Vioxx) , on serum and tumor levels of gastrin 
and its precursor, progastrin, as well as on tumor gene expression 
of COX-2, peroxisome prolif erator-activated receptor gamma 
(PPARgamma) , and apoptosis-related proteins (Bax and Bcl-2, 
caspase-3, . and survivin). Twenty-four gastric cancer (GC) 
patients entered this study and were examined twice, once before and 
then following a 14-day treatment with Vioxx at a dose of 25 mg 
twice daily. For comparison, 48 age- and sex-matched healthy 
controls and 24 similarly matched Helicobacter pylori ( Hp) -positive 
subjects were enrolled and treated with Vioxx as GC patients. 
Serum levels of anti-Hp and anti-CagA antibodies as well as 
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IL-8 and TNF-alpha were measured by enzyme 
-linked immunosorbent assay (ELISA) , while 

serum and tumor contents of progastrin and amidated gastrin 
were determined by specific RIA. Tumor gene and protein 
expressions of COX-2, PPARgamma, Bax and Bcl-2, caspase-3, and 
survivin were determined by RT- 

PCR and western blot. The overall Hp and CagA seropositivity 

in 24 GC patients was significantly higher (82% and 47%) than in 48 

controls (61% and 22%) but not in 24 Hp-infected subjects (100% and 

38%) . Serum IL-8 and TNF-alpha values were significantly 

higher in GC patients than in controls without GC or Hp-infected 

controls. Median serum progastrin and gastrin levels were 

found to be significantly higher in GC than in controls without GC 

and in Hp-positive subjects. Treatment of GC patients with Vioxx 

resulted in a significant decrease in plasma and tumor 

contents of both progastrin and gastrin, and this was accompanied by 

the increment in tumor expression of COX-2, PPARgamma, Bax, and 

caspase-3 with a concomitant reduction in Bcl-2 and survivin 

expression. We conclude that: ( 1) GC patients show significantly 

higher Hp and CagA seropositivity than age- and sex-matched 

controls, but not Hp-positive subjects, indicating that infection 

with cytotoxic Hp is linked to GC. (2) Serum progastrin 

and gastrin levels are signficantly higher in GC patients than in 

matched controls, confirming that both gastrins may be implicated in 

gastric carcinogenesis. 3) GC patients exhibit significantly higher 

levels of IL-8 and TNF-alpha than non-GC controls and Hp-positive 

subjects, probably reflecting more widespread gastritis in GC. (4) 

COX-2, PPARgamma, Bcl-2, and survivin were overexpressed 

in gastric tumor, but the inhibition of COX-2 activity by Vioxx 

resulted in a significant reduction in serum and tumor 

levels of progastrin and gastrin and seriam IL-8 and 

TNF-alpha levels, suggesting that gastrin and proinflammatory, 

cytokines could mediate the up-regulation of COX-2 in gastric 

cancerogenesis . (5) Vioxx also enhanced expression of COX-2, 

PPARgamma, Bax, and caspase-3, while inhibiting the expression of 

Bcl-2 and survivin, suggesting that COX-2 blockade might 

be useful in chemoprevention against gastric cancer possibly due to 

enhancement of the PPARgamma- and proapoptotic proteins-dependent 

apoptosis and the reduction in progastrin/gastrin-induced promotion 

of tumor growth. 

Lll ANSWER 9 OF 38 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS 

RESERVED, on STN 
ACCESSION NUMBER: 2004215796 EMBASE 
TITLE: Detection of survivin in 

exfoliate cell in urine. 
AUTHOR: Pu X.; Chen Y. ; Wang Z.; Fu S.; Lu J.; Shi T.; Ma B. 

CORPORATE SOURCE: X. Pu, Department of Urology Institute, 2nd Hosp. of 

Lanzhou Medical College, Lanzhou 730030 Gansu 

Province, China. puxy2000@yahoo. cm 
SOURCE: Chinese Journal of Clinical Rehabilitation, (2003) 

7/8 (1276-1277). 

Refs: 9 

ISSN: 1671-5926 CODEN: ZLKHAH 
COUNTRY: China 
DOCUMENT TYPE: Journal; Article 


Searcher 


Shears 571-272-2528 


10/042402 


Cancer 

Urology and Nephrology 


FILE SEGMENT: 016 

028 

LANGUAGE: Chinese 
SUMMARY LANGUAGE: English; Chinese 

AB Aim, To develop a method that can early diagnose and 
routine screen out bladder cancer, but 
it does not impair patients by detecting survivin 
in exfoliate cell in urine of patients with 
bladder cancer. Methods. 200 ml fresh 
urine of 31 patients with bladder cancer 

and 20 patients with other benign urinary diseases and 10 healthy 

volunteers who voided the second urine in morning was 

detected the expression of the survivin by 

RT-PCR. Results. The sensentivity ( 100%) 

detecting the survivin in the urine by 

RT-PCR is markedly higher than the sensitivity of 

urine cytology(P < 0.01). Conclusion. Detecting 

survivin in the urine is a simple noninvasive 

method and can be used in diagnosing blader cancer 
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AB Vaccination with antigen-presenting cells (APC) engineered to mimic 
mechanisms of immune stimulation represents a promising approach for 
cancer immunotherapy. Dendritic cell (DC) vaccines have entered 
phase III testing in adult malignancies, but application in 
pediatric patients has been challenging, with adequate numbers of DC 
difficult to collect from smaller patients, even with leukapheresis . 
Here, we evaluate RNA-transf ected CD40-activated B lymphocytes 
(CD40-B) as a novel gene therapy approach to an APC vaccine with 
potent T cell stimulatory capacity and the ability to be generated 
from small blood volumes without use of vectors or 

viruses. Using tumor-derived RNA as the antigenic paylpad permits 
targeting of multiple antigens, a particularly important issue in 
pediatric oncology (and many adult tumors) where few 
tumor-associated antigens have been described. From starting 
blood volumes of 4-8 cc, we generated MOO million CD40-B 
from pediatric oncology patients in 4-week cultures (n=10) . These 
cells expressed high levels of MHC, costimulatory and adhesion 
molecules and could be electroporated with mRNA at >80% efficiency 
based on transfection with mRNA for green fluorescent protein (GFP) . 
For two model antigens (influenza matrix protein FluMP and the 
melanoma antigen MART-1) , RNA-transf ected CD40-B induced in vitro 
cytotoxic T cells (CTL) from adults and children that 
labeled with peptide/MHC tetramers, specifically secreted 
IFN-gamma in ELISPOT assays, and killed tumor cells in an 
antigen-specific and MHC-restricted fashion. Comparable induction 
of CTL against both antigens was obtained with RNA-loaded DC. To 
determine whether CD40-B can induce anti-tumor CTL without 
targeting a particular tumor antigen during in vitro priming, we 
electroporated CD40-B cells from high-risk neuroblastoma 
(NBL) patients (n=3, mean age 2.3 years old) with total tumor RNA 
derived from three NBL cell lines. CTL induced in these experiments 
killed NBL cell lines in an MHC-restricted fashion, including NBL 
lines not used for preparing tumor RNA. Moreover, CD4 0-B 
electroporated with total RNA from autologous NBL cells induced 
anti-tumor CTL that lysed NBL cells in an MHC-restricted manner. 
CTL induced with GFP mRNA or autologous lymphocyte RNA did not lyse 
tumor cells or autologous CD40-B. Interestingly, up to 4% of CD8+ 
CTL in these cultures labeled with tetramers specific for 
the widely expressed tumor antigen surviving indicating 
that multiple antigens, both known and unknown, can be 
simultaneously targeted with this approach. These findings suggest 
that both small patient size and the paucity of defined tumor 
antigens in pediatric oncology can be overcome by CD40-B/RNA 
technology. * 
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AB We have previously shown (Oncogene 2002; 21 : 5673, PNAS 2002 ; 99 : 14374 ; 
Blood 2002;100s:) that inhibition of the Icinase activity of 
insulin-like growth factor-1 receptor (IGF-1R/CD221) significantly 
suppresses proliferation, survival and attenuates the drug 
resistance of tumor cells from multiple myeloma (MM) , other 
hematologic malignancies and solid tumors. We have also shown that 
the biologic activity of insulin-liJce growth factors (IGFs) present 
in serum is sufficient to stimulate IGF-IR kinase 
activity. So far, the study of ligands for IGF-IR has focused 
primarily on IGF-1 (mainly due to its high levels and prominent role 
in growth during childhood) . However, we hypothesized that IGF-II 
may also be a critical regulator of tumor cell proliferation and 
survival. We therefore used specific anti-IGF-I and anti-IGF-II 
neutralizing antibodies (Ah), to selectively abrogate the biologic 
activity of each of these cytokines, and dissect their relative 
effects on tumor cells cultured with serum (fetal bovine, 
from healthy donors or MM patients). We confirmed that saturating 
concentrations of anti-IGF-II neutralizing Ab significantly 
suppressed proliferation/survival of freshly isolated MM cells from 
drug-resistant patients; 40 MM cell lines (including cells resistant 
to a conventional or novel drugs); and cell lines from various 
subtypes of leukemias, lymphomas, and solid tumors (e.g. 
breast/ prostate, lung, colon, thyroid, 
ovarian, renal Ca, retinoblastoma, sarcoma) . IGF-II 
neutralization generally had more pronounced effect than anti-IGF-I 
neutralizing Ab, while combined neutralization of both cytokines had 
effect comparable to IGF-IR inhibition. ELISA 
assays detected significantly higher levels of 
IGF-II than IGF-I in a cohort of 20 MM patient sera 
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tested, (X+/-SD 795+/-153 vs 181+/-74 ng/mL, respectively, p<0.05). 
Because IGF-IR does not exhibit kinase activity in the absence of 
ligand(s) binding, these findings indicate that a major component of - 
the biologic activity of IGF-lR signaling in malignant cells may be 
triggered by IGF-II. We therefore studied the gene expression and 
proteomic profiling of IGF-II stimulation of tumor cells, and 
conversely, further explored the biologic effects of IGF-II 
inhibition. We found that physiological levels of IGF-II stimulate 
pleiotropic prolif erative/anti^apoptotic molecular events, including 
activation of key growth/survival pathways {e.g. PI-3K/Akt, 
Ras/Raf/MAPK, IKK-alpha/NF-kappaB) ; increased expression of 
inhibitors of apoptosis (e.g. FLIP, XIAP, cIAP-2, survivin 
); neutralization of pro-apoptotic Forkhead transcription factors; 
stimulation of proteasome and telomerase activity; as well as 
enhanced proliferative response of tumor cells to other growth 
factors (e.g. MM or PrCa. cells to IL-6) . Conversely,. IGF-II 
neutralization partially inhibits the protective effect of 
serum against Dex, chemotherapeutics or PS-341 or the 
protection of BMSCs on MM cells; attenuates MM cell responses to 
IL~6; and suppresses VEGF production by tumor cells (e.g. MM, 
prostate or thyroid Ca) or bone marrow stromal cells. These studies 
doctiment that IGF-II, plays a major role in tumor cell 
proliferation/survival, and that IGF-I levels in cancer patients are 
not the sole determinant of the activity of IGFs/IGF-lR 
signaling cascade. Our results also indicate that comprehensive 
suppression of the biological activity of both IGF-I and IGF-II is 
desirable, in order to neutralize the biological activity of this 
system and its pleiotropic effects in conferring resistance to 
diverse anti-t\imor agents. 
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AB Interleukin 2 (IL-2) is a promising immunotherapeutic agent for the 
treatment of metastatic melanoma and renal cell 
carcinoma. Systemic administration of high dose IL-2 
produces objective responses in up to 25% of melanoma patients, and 
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a low but significant proportion of these patients experience 
durable responses. Nevertheless, the cells and molecules responsible 
for induction of tumor regression over the course of IL-2 
treatment remain unknown. New strategies in tumor 

immunotherapy have evolved over the past decade as a consequence of 
significant progress in the field, in particular with respect to the 
characterization of peptide epitopes derived from tumor 
associated antigens, and the role of antigen presenting cells in the 
initiation of cellular immune responses. Alongside with these 
factual as well as conceptual advances, new methods have been 
developed to monitor and characterize anti- tumor 
T cell responses in cancer patients . Application of these 
tools to dissect anti-tumor responses has demonstrated 
that various immune therapeutic approaches can induce powerful 
systemic anti-tumor cytotoxic T lymphocyte (CTL) 
responses. However, only limited efforts have been made to use 
present days tool to analyze anti-tumor immune responses 
in patients treated with IL-2 based immunotherapy. We have examined 
CTL responses against known tumor antigens in melanoma 
patients over the course of IL-2 based immunotherapy 
(electrochemotherapy) . Surprisingly, anti-tumor CTL 
responses significantly declined upon initiation of therapy, but 
reappeared when IL-2 administration was paused. Molecular analyses 
of the clonotypic composition of responding T cells demonstrated 
that new clones emerged over the course of treatment, and that 
tumor-specific T cells that had left the peripheral 
blood could subsequently be detected at the 
tumor site. These data provide new insight into the 

biological actions of IL-2 and highlight the difficulties associated 
with the monitoring of ant i-timior immune 

responses. This underlines the importance of frequent sampling of 

blood and tumor biopsies to be analyzed with a 

combination of state of the art technologies in order to gain 

detailed information on the interactions between cancer 

cells and cells of the immune system. .COPYRGT. 2003 Elsevier Ltd. 

All rights reserved. 

Lll ANSWER 14 OF 38 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on 
STN 

ACCESSION NUMBER: 2003:451505 BIOSIS 
DOCUMENT NUMBER: PREV200300451505 

TITLE: Expression of the apoptosis inhibitor 

survivin down-regulates Caspase 3 activity in 

human bladder cancer cell lines. 
AUTHOR (S) : Lyrakos, Nikolaos [Reprint Author] ; Elyan, Sean; 

Warner, Phil; Woodman, Anthony 
CORPORATE SOURCE: Cranfield University at Silsoe, Silsoe, UK 
SOURCE: Proceedings of the American Association for Cancer 

Research Annual Meeting, (July 2003) Vol. 44, pp. 

415. print. 

Meeting Info.: 94th Annual Meeting of the American 
Association for Cancer Research, Washington, DC, USA. 
July 11-14, 2003. 
ISSN: Q197-016X. 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 


Searcher 


Shears 571-272-2528 


10/042402 


LANGUAGE: 
ENTRY DATE: 


Lll 


ANSWER 15 OF 
STN 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S): 
CORPORATE SOURCE: 

SOURCE : 


DOCUMENT TYPE: 

LANGUAGE: 
ENTRY DATE: 


English 

Entered STN: 1 Oct 2003 

Last Updated on STN: 1 Oct 2003 

38 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on 

2004:110250 BIOSIS 
PREV200400108397 

New directions in the treatment of mesothelioma. 
Stahel, R. [Reprint Author] 

Department of Oncology, Universitatsspital Zurich, 
Zurich, Switzerland 

EJC Supplements, (September 2003) Vol. 1, No. 5, pp. 
S317. print. 

Meeting Info.: 12th ECCO (European Cancer 
Conference) . Copenhagen, Denmark. September 21-25, 
2003. Federation of European Cancer Societies. 
ISSN: 1359-6349, (ISSN print) . 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 25 Feb 2004 

Last Updated on STN: 25 Feb 2004 


Lll ANSWER 16 OF 38 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR: 


CORPORATE SOURCE: 


CONTRACT NUMBER: 

DK 47548 (NIDDK) 
SOURCE: Journal of urology. 


MEDLINE on STN 
2003286478 MEDLINE 
PubMed ID: 12796695 

Effect of intravesical treatment of transitional cell 
carcinoma with bacillus Calmette-Guerin and mitomycin 
C on urinary survivin levels and outcome. 
Hausladen Derek A; Wheeler Marcia A; Altieri Dario C; 
Colberg John W; Weiss Robert M 

Department of Surgery, Section of Urology, Yale 
University School of Medicine, PO Box 208041 YPB-3, 
New Haven, CT 06520-8041, USA. 
DK 38311 (NIDDK) 


(2003 Jul) 170 (1) 230-4. 
0376374. ISSN: 0022-5347. 


(JOURNAL ARTICLE) 


Journal code: 
United States 
Journal; Article; 
English 

Abridged Index Medicus Journals; Priority Journals 
200307 

Entered STN: 20030620 
Last Updated on STN: 20030710 
Entered Medline: 20030709 
PURPOSE: Urine survivin is a predictive/ 
prognostic molecular marker that detects 

transitional cell carcinoma (TCC) with high specificity and 
sensitivity. The presence of urine survivin in 

patients with TCC who receive intravesical instillation of bacillus 
Calmette-Guerin or mitomycin C may predict recurrence. MATERIALS 
AND METHODS: Urine from 25 subjects receiving 27 

intravesical treatments of bacillus Calmette-Guerin or mitomycin C 
for TCC were collected prior to, during and after treatment. 
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Urinary survivin levels were compared with outcome, as 

assessed by cytology and cystoscopy with or without biopsy 1 month 

and up to 12 months after the completion of treatment. RESULTS: 

Pretreatment survivin levels were higher in subjects in 

whom TCC recurred following treatment compared with those who 

achieved remission. Survivin levels increased 

several-fold during treatment with the highest survivin 

levels measured in subjects with recurrence. Median 

posttreatment values of survivin were zero in those who 

achieved remission and 1.0 ng/ml urine in subjects in whom 

TCC recurred. CONCLUSIONS: The presence of urinary survivin 

1 month after the completion of treatment predicts TCC recurrence 

with 100% sensitivity and 78% specificity. Specificity to predict 

TCC recurrence increases to 92% after 1 year. No TCC recurred for 1 

year in 12 of the 14 subjects with a posttreatment survivin 

level of 0.1 ng or less per ml urine. Three of the 4 

subjects who were survivin positive but in remission 1 

month after the completion of treatment had recurrent TCC within 1 

year. Subjects who have urinary survivin after the 

completion of intravesical instillation have a high likelihood of 

TCC recurrence. 
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AB Survivin/ a member of the inhibitor of apoptosis family, 

is expressed in a cell-cycle-dependent manner in all the most common 

human cancers but not in normal differentiated adult tissues. It 

suppresses apoptosis induced by Fas, Bax, caspases and anticancer 

drugs. Survivin is considered as potential unfavorable 

prognostic factor in many solid tumors, acute myeloid 

leukemia (AML) , and adult T-cell leukemia. Fas ligand (FasL) 

function as apoptotic mediators, and GM-CSF was shown to increase 

surviving expression in AML cell lines. We investigated 

suirvivin mRNA expression, concentrations of FasL and GM-CSF 

in newly diagnosed pediatric AML and acute lymphoblastic 

leukemias (ALL) , and analyzed their correlations with clinical and 

laboratory prognostic features exhibited at 

diagnosis/ and early marrow response. Survivin 

mRNA expressions were quantified by real time PCR 

assay in 54 bone marrow (BM) samples collected from 15 AML 

and 39 ALL patients at initial diagnosis. FasL and GM-CSF 

concentrations were quantified by ELISA 

assay in serum collected from same patients at 

initial diagnosis. We analyzed relationship between 

survivin m-RNA expression and FasL and GM-CSF 

concentrations. We also analyzed relationships between 

survivin m-RNA expression and age at diagnosis, 

initial WBC count, induction day 7 (ALL) marrow status, or event 

(AML) , statistically. High survivin expression was 

detected in all AML and ALL samples compared to normal adult 

lymphocytes. When survivin expression was compared to 

lung adenocarcinoma cell line A549, 9 of 15 AML samples and 38 of 39 

ALL samples expressed higher. The quantified mean values 

of survivin expression. were statistically higher in ALL 

than AML (30.89 versus 13,07, P<0.0005). Survivin 

expression was not different between 21 high-risk group and 18 

standard-risk group ALL patients. There were no significant 

correlations between survivin expression and age, initial 

WBC count, induction day 7 (ALL) marrow status, or event (AML), 

statistically. The mean concentrations of FasL in AML, standard 

risk-group ALL, and high-risk group ALL were 128.16, 194.17, and 

249.44 pg/mL, respectively. The mean concentrations of GM-CSF in 

AML, standard- risk group ALL, and high-risk group ALL were 13.23, 

5.50, and 3.89 pg/mL, respectively. No significant correlations 

were observed between survivin expression and FasL or 
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GM-CSF concentrations. We conclude that survivin 

expression may play an important role in the oncogenesis of AML and 
ALL in pediatric age. We could not show significance of 
survivin expression as prognostic marker in 

childhood AML and ALL. We also could not find relationship between 
surviving and FasL or GM-CSF in childhood acute leukemias . 
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AB Cancer sera contain antibodies which react with a unique 

group of autologous cellular antigens called tumor-associated 

antigens (TAAs) . This study determines whether a 

mini-array of multiple TAAs would enhance antibody detection 

and be a useful approach to cancer detection and 

diagnosis. The mini-array of TAAs comprised full-length 

recombinant proteins expressed frpm cDNAs encoding c-myc, p53, 

cyclin Bl, p62, Koc, IMPl, and survivin. Enzyme 

immunoassay was used to detect antibodies in 527 

sera from six different types of cancer. Antibody frequency 

to any individual TAA was variable but rarely exceeded 15-20%. With 

the successive addition of TAAs to a final total of seven antigens, 

there was a stepwise increase of positive antibody reactions up to a 

range of 44-68%. Breast, lung, and 

prostate cancer patients showed separate and 

distinct profiles of reactivity, suggesting that uniquely 

constituted antigen mini-arrays might be developed to distinguish 

between some types of cancer. Distinct antibody profiles 

were not observed in gastric, colorectal, and 

hepatocellular carcinomas with this set of seven TAAs. 

Detection of autoantibodies in cancer can be enhanced by 

using a mini-array of several TAAs as target antigens. Additional 

studies in early cancer patients and high-risk individuals and the 

design of unique antigen panels for different cancers would help to 

determine whether multiple antigen mini-arrays for the 
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detection of autoantibodies might contribute a clinically 
useful noninvasive approach to cancer detection and 
diagnosis . 
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Bladder cancer is currently diagnosed 
using cystoscopy and cytology in patients with suspicious signs and 
symptoms. These same tests are used to monitor patients 
with a history of bladder cancer for recurrence. 
The recurrence rate for bladder cancer is high, 
thus necessitating long-term follow-up. Urine cytology 
requires an experienced cytopathologist and is costly. It has high 
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specificity, but low sensitivity for low-grade bladder 

tumors. Recently many non-invasive bladder 

cancer tests, utilizing markers found in the urine 

, have been developed. The FDA has approved several of these for the 
use is bladder cancer diagnosis ^ and 

many others are undergoing development and investigation. An ideal 
bladder cancer test would be non-invasive, highly 
sensitive and specific, inexpensive, easy to perform, and yield 
highly reproducible results. Many of the tests reviewed meet some, 
but not all, of these criteria. .COPYRGT. 2003 Published by Elsevier 
Ireland Ltd. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
Survivin is a new member of the inhibitor of apoptosis 
protein (lAP) family that is implicated in the control of cell 
proliferation and the regulation of cell life span. This protein is 
selectively expressed in most human carcinomas but not in 
normal adult tissues. To down-regulate a human survivin 
expression as a strategy for cancer gene therapy, we 
designed two hammerhead ribozymes (RZ~1, RZ-2) targeting human 
survivin mRNA. RZ-1 and RZ-2 efficiently cleaved the human 
survivin mRNA at nucleotide positions +279 and +289, which 
was identified by in vitro cleavage assay using in vitro 
transcribed ribozymes and truncated survivin mRNA 

substrate. To investigate the function of the ribozymes in cells, 
the sequences of the ribozymes were cloned into replication 
-deficient adenoviral vector and transferred to breast 
cancer cell, MCF-7- The infection with adenovirus encoding 
the ribozymes resulted in a significant reduction of 
survivin mRNA (74% and 73%, respectively) and protein. As 
revealed by nuclear condensation/ fragmentation and flow cytometry 
analysis, inhibition of survivin gene by ribozymes 
increased apoptosis and sensitivity induced by etoposide or 
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senam starvation. Our results suggest that the designed 
hairanerhead ribozymes against survivin mRNA are good 
candidates for feasible gene therapy in the treatment of 
cancer . 
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^ABSTRACT IS AVAILABLE IN THE ALL AND TALL FORMATS* 
AB Survivin is a member of the inhibitor of apoptosis 

protein (lAPs) family and considered to play a pivotal role in 
oncogenesis. We present the first report of survivin 
expression profile in myelodysplastic syndrome (MDS) • Expression of 
survivin messenger RNA was evaluated by semi- 
quantitative reverse transcriptase- 
polymerase chain reaction (RT- 

PCR) in patients with MDS and acute myeloid leukemia (AML) . 
Eleven out of 12 patients with refractory anemia (RA) (91.6%), and 
all 3 patients with refractory anemia with excess blasts in 
transformation (RAEBt) (100%), were positive for survivin 
expression with the majority of cases showing abundant levels of the 
survivin transcript. On the other hand, expression of 
survivin was undetectable in the 4 patients with chronic 
myelomonocytic leukemia (CMMoL) . The level and frequency of 
survivin expression in patients with refractory anemia were 
compared to those in patients with AML. Out of 12 patients with de 
novo AML, 5 patients (41.7%) showed detectable levels of 
survivin expression. Abundant survivin expression 
in RA was also confirmed by immunohistochemistry . In contrast, 
survivin was almost absent in two cases with aplastic 
anemia. We propose that high levels of survivin expression 
can serve as a reliable diagnostic marker of RA. in MDS. 
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Diagnosing^ prognosis, or 

monitoring cancer in a patient, 

particularly genitourinary tract 

cancer e.g. prostate or 

bladder cancer, comprises 

assaying a sample of biological 

fluid from a patient for the presence of 

survivin. 
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assaying a sample of biological fluid from a patient for the 
presence of surviving is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included 

for: 

(1) a kit for diagnosis, prognosis, or 
monitoring cancer comprising a container for collecting 
biological fluid from a patient, and an agent that detects 
the presence of survivin in the biological fluid; 

(2) determining the grade and stage of a cancer in a 
patient by determining the amount of survivin in 

the sample of a biological fluid from a patient, and comparing the 

amount of survivin in the sample with that in the control; 

and 

(3) monitoring cancer in a patient by 
determining the amount of survivin in the 
biological sample of biological fluid from the patient. 

USE - (Ml) is useful for diagnosing, 
detecting, prognosing, monitoring, and 
determining the stage and grade of cancer, such as 
genitourinary tract cancer including 
bladder, prostate and renal 
cancer . 

ADVANTAGE - The urine survivin. test is a 
quick and inexpensive method for monitoring patients, and 
can be integrated in a battery of urine markers to improve 
the sensitivity and specificity of early detection of 
recurrences of cancer. 
Dwg. 0/4 
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multiple therapeutic targets associated with the complex gene 
expression changes that characterize a polygenic disease such as 
cancer. We report a new cell-based high- throughput technology for 
screening chemical libraries against several potential 
cancer target genes in parallel. Multiplex gene expression (MGE) 
analysis provides direct and quantitative 

measurement of multiple endogenous mRNAs using a multiplexed 
detection system coupled to reverse 
transcription-PCR. A multiplex assay 

for six genes overexpressed in cancer cells was used to 

screen 9000 chemicals and known drugs in the human 

prostate cancer cell line PC-3. Active compounds 

that modulated gene expression levels were identified, and IC50 

values were determined for compounds that bind DNA, cell 

surface receptors, and components of intracellular signaling 

pathways. A class of steroids related to the cardiac glycosides was 

identified that potently inhibited the plasma membrane 

Na (+) K (+) -ATPase resulting in the inhibition of four of the prostate 

target genes including transcription factors Hoxb-lS, hPSE/PDEF, 

hepatocyte nuclear f actor-3alpha, and the inhibitor of apoptosis, 

survivin. Representative compounds selectively induced 

apoptosis in PC-3 cells compared with the nonmetastatic cell line 

BPH-1, The multiplex assay distinguished potencies among 

structural variants, enabling structure-activity analysis suitable 

for chemical optimization studies. A second multiplex assay 

for five toxicological markers, Hsp70, Gaddl53, Gadd45, 

06-methylguanine-DNA methyltransf erase, and cyclophilin, 

detected compounds that caused DNA damage and cellular 

stress and was a more sensitive and specific indicator of potential 

toxicity than measurement of cell viability. MGE analysis 

facilitates rapid drug screening and compound 

optimization, the simultaneous measurement of 

toxicological end points, and gene function analysis. 
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AB Survivin is an inhibitor of apoptosis that is selectively 
overexpressed in coinmon human cancers, but not in normal 
tissues, and this overexpression correlates with aggressive disease 
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and unfavorable outcomes. To investigate the potential suitability 

of survivin gene detection in urine as 

a novel predictive molecular marker of bladder 

cancer, 19 patients with bladder cancer 

and 12 control patients were analyzed by reverse 

transcriptase polymerase chain reaction 

(RT-PCR) . Survivin was 

detected in the urinary samples of 15.8% (3/19) of the 
patients with bladder cancer but not in the 
control group. Patients with survivin positive showed a 
poor prognosis compared to control group (p=0.0525, 
Kaplan-Meier method). Staging (p=0.0130) and survivin 
(p=0.0220) showed a statistically significant difference with 
prognosis by Stepwise regression analysis. 
Determination of urinary survivin may be useful te 
identify the prognosis for patients with bladder 
cancer, (author abst.) 
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Entered Medline: 20020605 
The current "gold standard" for the diagnosis of 
bladder cancer is cystoscopy and urine 

cytology. Cystoscopy, a naked eye assessment of the bladder, is 
invasive, uncomfortable and costly while cytology has high 
specificity but low sensitivity (40-60%) particularly for low-grade 
lesions. Therefore, there is. a need for a molecular tumor marker 
assay that is simple to perform and sensitive, particularly 
for low-grade lesions. By looking to the pathophysiology of 
bladder cancer, we identified survivin, 

an inhibitor of apoptosis that is not generally expressed in fully 
differentiated adult tissue and is highly expressed in 
bladder cancer. Survivin is 

detected in whole urine of patients with TCC using 
a simple antibody based test. The sensitivity of survivin 
testing for new or recurrent bladder cancer is 
100% while the specificity for other neoplastic and non- 
neoplastic genitourinary disease is 95%. The high 
sensitivity of this simple, noninvasive test is well suited to 
bladder cancer^ a disease with high rates of 
recurrence . 
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AB We and others have shown that insulin-like growth factors (IGFs) 

stimulate proliferation of multiple myeloma (MM) cells and protect 
them from apoptosis by e.g. Dex or Apo2L/TRAIL. We now show that 
the IGF/IGF-1 receptor (IGF-1R/CD221) pathway represents a major 
therapeutic target for MM cells and other neoplasias. We studied a 
panel of 25 MM cell lines, including cells resistant to Dex, 
anthracyclines, thalidomide (Thai), immunomodulatory Thai 
derivatives (IMiDs), Apo2L/TRAIL; 30 tumor samples from MM 
patients, including patients resistant to IMiDs or PS-341; as well 
as 30 cell lines from a wide range of hematologic malignancies, 
including B- and T-ALL, AML, CML, various non-Hodgkin ' s lymphoma 
(NHL) subtypes and solid tumors (e.g. breast/ 
prostate/ lung (SCLC and NSCLC) , thyroid, ovarian, 
renal Ca, retinoblastoma) . All tumor cell lines and 10/10 
MM patient samples tested strongly expressed surface IGF-IR. To 
determine if endogenous IGF levels can sufficiently trigger 
tumor cell growth/survival, we studied if the proliferative/anti- 
apoptotic effect of serum (fetal bovine, pooled 
sera from healthy donors or autologous sera from 

MM patients) can be blunted by specifically inhibiting IGF-IR using 
an anti-IGF-lR neutralizing monoclonal antibody {m7\b) ; an IGF-l-like 
peptide which binds to IGF-IR without activating its Tyr kinase 
activity, and competitively inhibits IGF-IR activation; and the 
small molecule specific IGF-IR tyrosine kinase inhibitor, ADW 
(Novartis AG, Basel, Switzerland) . We also compared the impact of 
IGF-IR vs IL-6R inhibition, using specific anti-IL-6R neutralizing 
mAb. All 3 IGF-lR-inihibitory molecules profoundly suppressed the 
ability of serum to promote the growth/ survival of MM and 
all other (with the exception of NHL) cell lines (in 5, 10% or 20% 
FBS or pooled human sera) and MM patient tumor cells (20% 
FBS or autologous serum from BM aspirates) (after 24, 48 
and 72-hour cultures) (median reduction of total MM cell survival by 
70%) . IL-6R inhibition had minimal, if any, effect on the 
serum-induced growth/ survival of MM cell lines or patient ' 
cells (with notable exception of modest inhibition in MM-IS cells) . 
All 3 anti-IGF-lR strategies exhibited comparable anti-MM effects. 
ADW also had in vivo anti-tumor activity in a SCID/NOD mice model of 
diffuse MM. Mechanistic studies showed that IGF-IR inhibition 
blocks key growth/ survival pathways (e.g. PI"3K/Akt, Ras/Raf /MAPK, 
IKK-alpha/NF-kappaB) ; blocks expression of several inhibitors of 
apoptosis (e.g. FLIP, XIAP, cIAP-2, survivin) ; increases 
PS-341-sensitivity of MM cells; and suppresses both constitutive and 
serum- or IGF-l-induced upregulation of proteasome activity 
and telomerase activity. Our studies a) show that IGF-IR plays a 
major role in growth/ survival of a wide range of human neoplasias; 
b) indicate that IGF-IR can be targeted with multiple clinically 
applicable approaches; and therefore c) provide proof-of-principle 
for blockade of IGF/IGF-IR in human neoplasias, and, in particular, 
for clinical trials of the IGF-IR Tyr kinase inhibitor ADW, for 
patients with MM, a disease particularly dependent upon the IGF-lR 
function. 


Searcher 


Shears 571-272-2528 


10/042402 


Lll ANSWER 30 OF 38 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 


DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 


WPIDS COPYRIGHT 2004 THOMSON DERWENT on STN 

2001-483146 [52] WPIDS 

C2001-144852 

Detecting abnormal cellular 

proliferations, e.g. neoplastic or hyperplastic 
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in bodily substances. 
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NOVELTY - Detecting a neoplastic, hyperplastic, 
cytologically dyplastic and/or premalignant cellular growth or 
proliferation in a human subject comprises determining 
(over) expression of nucleic acid or protein products of 
survivin gene, which is detected in bodily 
substances . 

DETAILED DESCRIPTION - Detecting a neoplastic, 
hyperplastic, cytologically dyplastic and/or premalignant cellular 
growth or proliferation in a human subject comprises: 

(a) collecting a sample of a bodily substance containing human- 
nucleic acid from the human subject; 

(b) amplifying a Survivin- en coding mRNA in the sample 
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to form survivin-specif ic amplification products using 
survivin-specific primers selected from (i-iv) : 

(i) SRIF: tcttggaggg ctgcgcctgc; SR2R: agtctggctc gttctcagtg. g 
SRP: cagtggatga agccagcctc; SRVFl: ccctttctca aggaccaccg; SRVR2: 
actgggccaa gtctggctcg; and SRTP: ccgaggctgg cttcatccac tgc; 

(ii) a nucleotide sequence complementary to (i) ; 

(iii) a survivin gene-specific fragment of (i) or 
(ii) that is at least 15 nucleotides long; 

(iv) or a survivin gene-specific nucleotide sequence 
overlapping at 5 or more contiguous nucleotide positions of any of 
the sequence (i) or (ii) at its 5' or 3' end; and 

(c) detecting the presence or absence of expression 
of a human survivin gene in the bodily substance by 
analyzing the amplification products. The presence of 
survivin-specif ic amplification products is 
diagnostic for the presence of neoplastic, hyperplastic, 
cytologically dyplastic and/or premalignant cellular growth or 
proliferation in the human subject. 

INDEPENDENT CLAIMS are also included for the following: 

(1) a survivin gene-specific oligonucleotide primer 
or probe comprising (i)-(iv) above; 

(2) an oligonucleotide primer set for amplifying a 
survivin gene-specific nucleic acid segment, comprising at 
least a forward primer and at least a reverse primer, where: 

(a) the forward primer is a nucleic acid comprising: 

(i) SRIF or SRVFl; 

(ii) a nucleotide sequence complementary to SRIF or SRVFl; 

(iii) a gene-specific fragment of (i) or (ii) that is at least 
15 nucleotides long; or 

(iv) a suirvivin gene-specific nucleotide sequence 
overlapping at 5 or more contiguous nucleotide positions of (i) or 
(ii) at its 5* or 3' end; and 

(b) the reverse primer comprises: 

(i) SR2R, SRP or SRVR2; 

(ii) a nucleotide sequence complementary to any of (i) ; 

(iii) a survivin gene-specific fragment of (i) or 
(ii) that is at least 15 nucleotides long; or 

(iv) a survivin gene-specific nucleotide sequence 
overlapping at 5 or more contiguous nucleotide positions of any 
sequence of (i) or (ii) at its 5' or 3' end; 

(3) an oligonucleotide primer set for amplifying a 
survivin gene-specific nucleic acid segment comprising at 
least a forward primer and at least a reverse primer, where: 

(a) the forward primer is a nucleic acid comprising: 
(i) SRTP; 

(ii) a nucleotide sequence complementary to (i) ; 

(iii) a gene-specific fragment of (i) or (ii) that is at least 
15 nucleotides long; or 

(iv) a survivin gene-specific nucleotide sequence 
overlapping at 5 or more contiguous nucleotide positions of any 
sequence of (i) or (ii) at its 5' or 3' end; and 

(b) a reverse primer comprises: 

(i) SR2R or SRVR2; 

(ii) a nucleotide sequence complementary to any one of (i) ; 

(iii) a survivin gene-specific fragment of (i) or (ii) that is 
at least 15 nucleotide long; or 
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